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SECRETED AND TRANSMEMBRANE POL YFEPIEDES AND NUCXEIC ACIDS ENCODING THE 

SAME 

FIELD OF THE INVENTION 
The piesent invention relates gqieraOy to the ideotificatian and isolation of novd DNA and to tiie 
5 recombinant producdoa of novel polyp^des encoded by ftat DNA. 

BACKGROUND OF THE INVENTION 
Extracellular proteins play an im p oitant role in the fbnnation, difG^^endation and maintenance of 
0 multicellular orgamsms* Hie fate of maxiy individual ceHs. e,g., proliferation^ migration, dififeientiation, or 
^0 interaction with other cells, is typically governed by information received from oth^ cells and/or the immediatr 
environment. This information is often transmTttix! by secreted polypeptides (for instance, mitogenic factors, 
survival factors, cytotoxic factors, differentiation factors, nenropqiddes, and bonnones) whicb are, in turn, 
^ received aiMi interpreted by diverse ce31 receptors or membrane^^^ These secreted polypeptides 

^ ^ or s ignaling molecules xu)rmally pass through the cellular secretory pathway to reach tiieir site of action in Ibe 
|J5 extracellular environmoit 

P ' Secretcdprot^ns have various industrial qipllcations, tncludingphannaceoticals, diagnostics, biosensors 

andbioreactors. Mostproteindnig$availsibleatpresent»suchasthrombolyticagents,k^ interieukins, 
p *Tythropoi^n^, f-nlftny ft rirnnlflting fartftrit, und variroig rtfher cytoldnes, are secretory protrfps- Their receptors, 
^ :wb3cb. are membrane proteins, also have potential as flierapeutic or diagnostic agents. Efforts are being 
20 undertaken by hc^ industry and aradfTnia to idend^ new, native secreted proteins> Many efforts are focused 
on the screenitKg of manimalian recombinant DNA libraries t^ 

proteins. Ft*!^^!^ ftrrftPttmg TTif^hnrfg HTid terlmtfpwg sm degcrihgd in the Iherature [see^ for exanyle^ Klem 
et al.. IVdc. Natl, Acad. Sci„ ^:7I08-71 13 (19%); U,S. Patent No. 5,536,637)]. 

Menabrane-bound proteins and receptors can play an important role in the formatum, differentiation aiul 

25 maintoiance of muhicelhilar organisms. The fate of many ixKlividual ceDs, e.g., proliferation, migration, 
differoitiation, or interaction witili other cdis, is typically governed by infermation received from odaer ceQs 
aiul/ordieinmiedlateenvnonmenL Thisinfonnationisoftentransnodttedbysecretedpolypeptides(forinst^^ 
mitogenic factors, survival Actors, c^tdoxic &ctor$, diffeientiati0n &ctors, neuropqitides, andhonnon^) whidi 
are, in turn, lecdved and interpreted by diverse ceOrecqitors or membrane^xni^ Such membrane- 

30 bound proteins and cell receptors inchide, but are not linuted to, cytokine receptors, recqptor kinases, rec^r 
phosftoases, receptors involved in cell-cell interactions, and cdkilar adhesin molecules like sdectins and 
integrins. For instance, transduction of signals that regulate ceill growth and differentiation is regulated in part 
by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzyines that catalyze that proce^ 
can also act as growth factor receptors. Examples imdude fibroblast growth factor receptor aiid nerve grow^ 

35 &ctor receptor. 
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Membiane-bound proteins aid recqrtor molecules have various industrial applications, including as 
piiannaceutical and diagnostic agents. Receptor inmnmnadhesins, for instance, can be enq>loyed as therapeutic 
agents to block receptor-ligand interaction- Thcniembrane-bouiKipiotdnscanalsobeenqjloyedfo^ 
of potenMpqrtide or smaU molecule inMbitors of flierdevantrec^ Efforts are bdng 

^nv<<^r fftlr«i hy hftth tnAtfttry and fl/wtwrrifl m fafftnrify new, Tiative recq>tDr proteins. Nfany efforts are foCUSCd 

5 on fl»scxeeniQg of mammalian recombinant DNA libraries to u 
pix>teins. 

We herein describe the identification and characterization of novel secn^ and transmembrane 
polypeptides and novel nucleic adds em»diag those polyi»{ttides. 

Human growtfi an«st-^ed£Lc gene 6 (gas6) encodes a protein that is ex^^ 
*S tissues and which has been reported to be highly expressed duripg pCTiods of serum starvation and negatively 
regulated duripg growfli induction. See Manfiol^ et al., MoL CeU. SioL 13(8):497W985 (1993) and Stitt et 
aL, OB 80:661-^0 (1995). Manfk)letti^al, (1993), 5^pm, have sng^sted that the g^^ 
fflS of Jhe vitamm K-depeodent femily of proteins, ^(^lerttn the members of die latter fimily of proteins (wUdi 
include, for exanple, Ptotein S, Protein C and Factor X) all play regulatory roles m the blood coagulation 
pathway. Thus, it has be«i suggested that gas6 may play a role in the r^;ulatiott of a protease cascade relevant 
H in growth regulation or in tiie blood coagulation cascade. 

Given fte physiological inqjortance of flie protein, ef&ms are currently being uaJertaken by bodi 



pZO iT«<^^*r^y flwT yrjiA>fniy fn identify new, native prot^ ^^ikh are hoinoloflous to gas6. Many of diese efforts 



O are focused on Ihe screening of mammalian recombmant DNA libraries to identify the coding sequences for 
' novel secieted and meinbrai»-boundrecqto proteins, spedficaOy Examples 
of such snppfmng mintio^ft tt^hinrjtifiR are riescrihed in the literamre fsee. for example, KteineCal., Proc. 
Natl. Acad. Sci.. ^:7108-71 13 (1996): U.S. Patent No. 5,536,637)], We h^ein describe the identification of 
25 a novel polypeptide which has homology to the gas6 polypepti&. 

2. mom 

The 74ransmembrane CTTM*) pn«eins or receptors, also referred to in the literature as G-protein 
coiqjled receptors, are specialized proteins designed for recognition of ligands and the subsequent signal 

30 transduction of information contained wittun fbose ligands to the machinery of the cell. The primary purpose 
of ceil sur&ce receptors is to discriminate appropriate ligands from tiie various extracdlular stimuli which eacb 
cell encounters, then to activate an effector system that produces an intraceliular signal, thereby controlling 
ceDular processes. rPohlman. IL^ Ann. Rev. Biochem.. 60:653 (1991)1. Theability of7TMTecq>tors tobind 
ligand to a recognition domain and allosterically transmit the informatian to an intracellular domain is a 

35 specialized feature of 7TM protdns [Kaialdn, T,, Phflm|«f^l Rev.. 4g:413 (1996)]. Tte gaie family which 
encodes the 7TM receptors or G-protein linked receptors encode receptors vfbkh recognize a large number of 
ligimrfg^ tnriiiHing hitt tint limited tft, fLSa, tntarifflilcm 8 and related chemokines. Research in this area suggests 
diatdistim:t signals at the cell sur&ce feed hxtocomtnonpad^^ ((Serard, C. andGerard« 
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N. .Curr. Op. Immunol.. 6:140 (1994), Gerard, C. and Gerard, N. ^nn JRwr, TmsafflSL 12:775 (1994)]. The 
sjqjetfendty of TIM or G-protem«n?rfed receptors contains severaHmndredmembera ablem recognize various 
messages suet as plMMons, ions and amino adds amongoAers [Sdiwarlz. T.W.. et al.. H.,Tfgnd? in Pharmacol, 
SsL.i2Sl:2I3(1996)J. 

IPohlman. H -Atm. Rev. Biochem. . W:653 (1991)]. (Sdiwarlz. T.W., et al.. B., ^.hmm^„ 2:85 
5 (1994)1. Wedescribehereinfte identification of anovdpolypq^ 

tunnology to the 7 trflm t^*^"^ mgment fecgrtor proieifls and die Fn54 protan. 



3. FRO300 

Tbc Diff 33 protein is over-expressed in mouse testicular tumors. At presatt its role is undear, 
10 however. itmaypl^aroleiacancer. GivenAernedicalinqwrtanceofundetstandingfliepfcysiologyofcancer, 
«i rffom are currently being under lakm to identify new. native p««eins We 
2 descnlje herein die identification of a novdpo^^pqrtidewhiA to 
PRO300. 
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Effi)manecurraitlybemginMJcrtakeatoi^^ 
herein (tescribe flic identification and characterization of a novel tiansn^nbrane polypqrtide . designated heidn 
as PRQ284. 



So 5. ISQ2fi 



^ Cancerous cells often express numerous prot^ 

ceUtypeorarce;qpressedatdiffereat^^ Many of these protems 

are involved in inducing the transfoimatiQn firom a nonnal ceU to a cancerous cell or in maintaining the cancer 
phenotype. As sucli,diere is significant interest in idastifyh^ 
25 caiK:erous cells. We herm describe die idwitificatkm and characterization o 
homology to the sarcoma^an^>lified protein SAS, desTgnated herdn as PRQ296. 

6. mm 

Immanoglobulni moIe(^ play roles in many inqxmant mantm a lian physiolo^cal processes. The 

30 stnicture of immnnogiobulin molecules has been extraifflTC^^ 

immmwglobulins possess distinct domains, one of whicJi Is the constant domain or r^on of the 
immunogloljulin molecule. The F, domain of an hnnnmoglobulin. while not being directly 
recogmtion and binding, does mediate fixe ability of the imnmnogldjulin molecule, either uiKon^lexcd or 
conqdexed with its respective antigen, to bind to Fe recqrtors e^ 

35 of cells, Tlie ability of an F^ domain of an hnmanoglobdinto bind to an Fe receptor molecule results in a varle^r 
of In^rtant activities, inchiding for examjrfe, in moundcg an immune response agwnst unwanted fordgn 
particles. As sudx, there is substantial interest in identifying novd F^ rec^^ 

We herein describe the identification and diaracterization of a novel polypej^ having homology to a hifiji 



3 



affinity immunoglotAiIin receptar protein* desienatfri herein as PR0329. 
7. PR0362 

ColoifCtal c^r^™ T pa Ir » Tnalignant Ttenplastic disease which has ah^ in cidert qe in fee Westem world, 
particularly in Use United States. Tianorsofthistypeoftennietastasizethioughl^iii^^ 
5 snd result in the deadi of some 62,(X)0 persons in the United States annually. 

Monoclonal antibody A33 (mAhA33) is a murine immunoglobulin that bas undergone extensive 
predinicai analysis and localization studies inpatients in£licted\vidicolorectalcardnoma(WeItetal., 7^ C3uu 
Oncol 8:1894-1906 (1990) and Welt et al.. /, Oti, Oncol 12:1561-1571 (1994)). mAbA33 bas be«i shown 
to bind to an antigen found in and on the sur£^ of normal colon oensaxuicolo^ Incaicinomas 
10 ori^ting ftom Ihe colonic maicosa, flie A33 antigen is ej^iessed homogeneously m more flian 95% of fhe 
cases. Hie ASS antigen, however, has not been detecting in a wide range of otfacrnotmal tissues* i.e., its 
expression qjpears to be rather organ spedfic. Therefore, the A33 andgm ai^>ears to play an inqjortant role 
in the induction of colorectal cancer* 

Given the obvious inmortance of ihe A3 3 antigen in tumor cell formation and/or proliferation , there is 
115 substantial interest in identifying homologs of the A33 antigen, Bi this regard, we hetem describe die 
identificstionandcJiaracterizaticmofanovelpolypqrtide 
h^dnasPR0362. 
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8. PR0363 



I|t0 The ceil surface protein HCAR is a membrane-bound protein that acts as a receptor'for subgrou|> C of 

P die adenoviruses and subgro«5>B of flxe coxsackieviruses. Thus, HCAR may provide a meaM for mediating 
viral infecdon of cdls in dial die {KesoK^e of die HCAR recepto 
for viral parddes, dierdsy facQitadqg viral infecdon. 

Li Ught of the {iliysiological inq;x>rtaitte of n^snbrane-bound proteins ax^ spcfiicially those whidi serve 
25 a cell surito receptor for viruses, eSorts are currendy being xmdertaken by bodi hidustry and acad^nia to 
identify new, native znetnbrane^Kmnd reeptor proteins. Many of diese efforts ate focused on the screening of 
TnamfnaHan fflmtnhtnanf PKA libraries to idend^ die codmg seqt^nces for novd reccptOT protdm. Wchereai 
describeanovdinembrane-boundpolyi^dehavinghornofogytod^ 

tumor andgens tP chtHtng A33 and carcmoembryonic antigai, designated herdn as PR0363, wherein dus 
30 polypqjtide may be a novel cell surface virus receptor or tumor antigen. 



9. PR0868 

Control of ceDntnnbers in manmials is believed to be determined, in part, by a balance between cdl 
proliferadon and cell deadi. C)ne foain of ceU deadi. somedmes referred to as necnidccendeadi, is typic^ 
35 diarficterized as a patholo^fonnofceU death resulting firomsonie trauma or cd^ In contrast, dieie 

is anod^, *{^ioIogic* fonn of ceU death ^chusuaUyfsoceeds in an brdedy orcein This 
orderly or controlled form of cdl deadi is often leferred to as "j^KTptosis' [see, ^*g., Barr et d., 
Bio/Tedmotegv. 12:487-493 (1994); Stdler el d.. Sdence . 267:1445-1449 (1995)], )^?optodo cdl deadi 
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naturally occurs in many physiological pxx)cesses» indudii^ embryonic developmeDt and clonal selec^on in die 
imnume system Ifich. et al.. Cell. 66:233-243 (1991)]* Decreased levels of apqptotic cell death have been 
associated widi a variety of pathological conditkms, fnnlndfng cancer, hipas, and herpes virus infiecdcm 
[Ilion^n, Science . 267:1456-1462 (1995)]. iooeased levels of apc^nota; ceU deadi m^ be associated wilfa 
a varied of odier padiolog^ conditiozis, inchiding AIDS, Alzbekner's disease, Paxknison*s disease, 
anxyotrc^ihic lateral sdeiosis, nmhq>le sclerosis, retinitis pigoaentosa, cerebellar detgeneiatioii, plastic anemia, 
inyocardial ln£m:tion, stroke, rq)erfusi(m inji^ and toxfai-mduced liver disease fsee. Thompsan> supral . 

Apoptotic cell death is typically accon^anied by one or more characteristic morpbolQgjical and 
biochemical changes in cells, sndi as condensation of cytoplasm, loss of plasma membrane miczovilli. 
segmentation of the nucleus, degradation of chromosomal DNA or loss of mitochoiKirial ftm^ion, A variety 
of extrinsic and intrinsic signals axe believed to trigg^ or induce such xxK)!^ 

changes IRaS, Natore, 356:397-400 (1992); Steller, suora: Sachs et aL, Blood. ^:15 (1993)]. For instance, 
Ihey can be triggered by honnonal stinuli. such as ghicocortiooi^ 

as withdrawal of certain growth fsctoxs [Watanabe-Fukunaga et al.. Nature. ^:3 14-317 {1992)]. Also, soase 
identified oncogenes sudi as myr, rel^ andElA^ and mmor si^ipressors, like p5i, have been rqK>rted to have 
a role in inducing apoptosis. Certain chemotherapy drugs and some forms of radiation have likewise been 
observed to have q^optosis-inducing activity [Thonq>son, supraL 

Various molecules, such as tunsor necrosis &ctor-tt (*TNF-a"), tumor necrc^is &ctor-p ("THF-P* or 
'lynqjhotoxhHz"), lyn^ihotoxin-P (TT-p")» CD30 Ijgand, CD27 ligand, CD40 Ugand, OX-40 Ugand, 4-lBB 
ligand, Apo-1 ligand (also referred to as Fas ligand or CD95 ligand), and Apo-2 ligand (also referred to as 
TRAIL) have been identified as members of the tumor necrosis &ctor CTNF*^ £smOy of cytokines [See, e.g., 
Gruss and Dower, Blood. §5:3378-3404 (1995); Ktti et al., J. BioL Ch^.. 271:12687-12690 (1996); Wil^ 
et al., TnpnmTtY- 3:673-682 (1995); Browning et al.. S:847-856 (1993); Aimitage tL aL Nature. 22:80- 
82 (1992). WO 97/01633 published January 16. 1997; WO 97/25428 published My 17, 1997). AttKmg these 
molecules, TNF-a, TNF-p, CD30 Ugand, 4-lBB ligand, Apo-1 ligand, and Apo-2 Ugand (TRAIL) have beea 
rqKkrted to be involved in qx>ptotic cell death. Bo& TNF-a and IT^p have been rqx)rted to mduceapc^^ 
death in susc^tible tumor cells [Schmid et al., Froc. Natl. Acad. Sci.. ^iliil (1986); Dealtry et al., Eur. J. 
ImmunoL. 17:689 (198711. Zheng etal. have reported that TNF-a is involved in post-stiniulation^x^^ 
CD8-positive T cells [Zheog et aL, Natore. ?77 :348-3Sl (1995)]. OAer inv^dgators have r^xted that CD30 
Ugand may be involved in deledon of self-reactive T ceUs in d^ thymus [Amakawa et aL , Cold Spring Harbor 
Laboratory Symposium on Pr{>grammed Cell Deadi, Abstr. No. 10. (1995)]. 

Mutations in the mouse Fas/Apo-1 recqrtor or Ugand g^nes (called fyr and gld^ respectively) haye been 
associated widi some autoimmune disorders , indicating dxat Ago- 1 Ugand may play a role in regulating the clonal 
deletion of self-reactive lymphocytes in die'periphery [Krammer et al. , Ciar^. <;^. TmmanoL. g:27$>-289 (ISW); 
Nagata et al.. Science. 267:1449-1456 (1995)]. Apo-1 ligand is also rq)orted to induce post-stimulation 
apoptosis in CD4-p05itive T lyn^Aocytes and in B lymphocytes, and may be involved in 02e eUmination of 
activated lymphocytes v/ben their fum:tion is no long^ needed [Krammer et al., suora: Nagata et al.. yroraL 
A^iiist naouseinoiK)dond antibodies specificaUybhtding to die A^ receptor have be^ reported to exhibit 
cdl Idllmg activity diat is conqmraUe to or similar to that of TNF-a [Yonei^ ^al., J. Exp, Med,. 1@:1747- 



1756(1989)]. 

Liductkm of various ceQular respcmses mec^^ 
their bindii^ to specific cell j«cep Tvw distinct TNF receptors of qjpioxi^^ 

75-kDa CrNFR2) liave been identified [Hohman ei al„ LBioLCbem.. 2gi:14927-14934 (1989); Brockhaus et 

al., Proc. Natl. Acad. Sci.. SLSlZf-iiSi (1990); EP 417»563. published March 20, 1991] and human and 
5 mousecDNAscorrespondingtobothrecqKoriypesh&vebe^isoIate^ 

61:351 (1990); SchaH et al., 61:361 (1990); Smith et al., Science. 248:1019-1023 (1990); Lewis et aL. 

Pmc. Natl> Acad. Sci.. 88:2830-2834 (1991); Goodwm et aL, Mol. Oell. Biol.. 11:3020-3026 (1991)]. 

Extensive poIynK>iptiisms have been associated wi& both TNF receptor genes [see, e.g*, Takao et al., 

yfrnmrnnoi^'cs. 37:199-203 (1993)1. BothTW^sharelhetypicalstnKmreofcdlsurfia^ 
10 extracelhilar, transmembrane aiklintracdiularregicms. llie^ctracdlular portions of bodi receptors are fbimd 

naturaDy also as soluble TNF-binding proteins [Nophar. Y. et al.. EMBOJ.. 2:3269 (1990): and Kohno. T. 
5 al., Proc. Nad. Acad, Sd, U.S.A.. a:8331 (1990)]. More recently, the domng of recombinant sohible TNF 

receptors was reported by Hale et al. TL CeU. Biocbem. Snpoleroent 15F, 1991, p. 113 (P424)l, 
^ TheextracelhilarportionofQTpeland^fpe2TNFRsCr^^ 

acM sequence pattern of four cysteiii>ridi domains (CRDs) defrfgnated 1 through 4, starting from the NBLr 

terminus. Each CRD is about 40 atniix> adds long and contains 4 to 6 ^teii^ residues 
s well conserved [Sdiall et al., suora: Loetsdier et al., supra: Smith et al., suora: Nophar ^ aL, suttra; Ko^mo 
^ ^ al., supral . IttTNFRl. die qrproxhnate boundaries of the four CRDs are as fdlows: CRDl- amino aci& 14 
^ to about 53; CRD2- amino acids firom about 54 to ab(Hit 97; CRD3- amino 

i%) CRD4- atninn acUis ftom about 139 to aiwut 167. In TNFR2, CRDl includes amino acids 17 to about 54; 

O 

P CRD2- ^mmn ackls from about 55 to about 97; CRD3- amino acids from about 98 to about 140; and CRD4- 
amino acids fiom about 141 to about 179 [Banner et al., 2:431-435 (1993)]. The potential role of flffi 
CIU)s in hgami bindmg is also described by Banner et aL, s^a. 

A rimnflr rftperirive pattern of CRDs exists in several other cell-surlace proteins. inc1udfniiLdiep75 nerve 
25 growth felor receptor (NGFR) pohnson ec al. , Cdl, 47:545 (1986); Radeke et al.. Nature . 325:593 (1987)], 
die B cell antigen CD40 [Stamenkovic et al.. EMBOL. S:1403 (1989)]. the T cell antigen OX40 [Mallet et aL, 
mffiQJ^ 2: 1063 (1990)3 and the Fas antigen [Yonehara et al.. am and 

CElDs are also found in the soluWe TNFR (sTNFR)-like T2 proteins of the Shope and myxoma poxviruses 
[Upton et al., Vhplogv . 160:20-29 (1987); SwiJh ^ al., Biochem. Biociivs. Res, Commun., 176:335 (15^1); 

30 Upton et al.. Vlrologv. 184: 370 (1991)1. C^timal alignntent of these sequeoces indicates that die positions of 
die cysteine residues are well conserved. Ihese receptors are som^imes ooQectiyeiy referred to as n^xibers 
of die TNF/NGF lec^tor super&mily. Recent studies on p75NGFR showed that die dektion of CRDl 
[Welcher. A.A. et al., Proc. Nad. Acad. Sci. USA. §8:159-163 (1991)] or a 5-ammo add insertion in this 
domain [Van. H. and Chao, M.V., J. Biol. Qiem.. M:12Q99-I2104 (1991)] had litde oriK) effect on NGF 

35 binding fYan. H. and Chao, M.V.. supral . p7S NGFR contains a pn)line-ric^ stretch pfabout 60 anuno acids, 
between its CRD4 and transnraibrane region, "ctiiich is not involved in NGF binding (Pe^, C. et al., Eur. J, 
Hematol.. 41:414-419a988): Seckinger. P. ^al., J. Biol. Chan.. 2g4:11966.11973 (1989); Yan. H, and Chao, 
M.V., sopral . AsuniIarptoline-ri£hregionisfouidmTNFR2bmD^^ 
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The TNF family ligands identified to date, wifli die exoq^n of lyn^diotoxiiHic, aie tyfe E 
transmembrane i»oteins, whose C-tennimis is cxtraccZhjOar. la contrast, most receptors ia die TNF recqptor 
(TNFR) famSfy ideotified to date are type I transinembrane protdns. Ja bodi the TNF ligand and receptor 
families, however, homology identified between Eamily membm has been foumi mainly in the extraodlidar 
(tomain(*TCD*), Several ofthe TNF family cytokines, . indi^ii^TNF-a,Apo-II^^ 
cleaved proteolyttcalty at die ceH sur£m; the resulting {notein in each case ^ically forms a homotrin^ric 
molecule diat functions as a soluble cytokine. TNF recqKor timily protehis are also usually cleaved 
proteolydcally to release sohible receptor EQ^ dxat can functfcmas iiMritors of die cognate cytokines* 

Reoently» other members of the TNFR family have been identified. Such newly Identified members 
of the TNFR family include CARl, HVEM and osteoprot^cria (OPG) {Brpjatsch et aL, gdL 87:845-855 
(1996); Montgomery et al,. ^ SL4ZfA36 (1996); Matsters ct al,, J.BioLCtom. 272:140^14032 (1997); 
Simons &: ai.. Cell. §2^309-319 (1997)}. Unlike otter known TNFR-Hke nK)lecules, Simonet ^ al., supra, 
rei>ort thai OPG contains no hydiophol^c tnmsnaemhrane-qiattmng sequence. 

Moreover, a new member of the TNF/NGF receptor family has been identified in moose, a reoqrtor 
referred to as ""GrTR" for *ghicocortiooid-induced tumor ne^osis factor receptor famify-^elated gene* 
fNoceotmi et al., Proc. Nad, Acad. Sd, USA 94:6216-6221 (1997)1. The mouse CTFR receptor is a 228 amino 
add type I transmemhrai» protein that is expressed hi normal nK>useTly^ spleen and 

lynqjhnodes. &q>ressionofd^nxraseGITRreoqrtar was induced in Tlynqih^^ 

CD3 antibodies. Con A or pborfool 12-n9ristate 13-ao^ate. It was speculated by die authors diat the mouse 
GflR receptor was involved ia Hie rtgulatioii of T cdl recq^-mediated cell death. 

In Marsters et si,. Curr. Biol. , 6:750 a99S>. mvestigators describe a fall lenpth Tiative sequence human 
polypq>tide, called Apo-3 , whkh exhibxts snnilariQr to die TNFR family in its extraoellulBr cystdne-ridi repeats 
and resembles TNFRl axKi C3>9S in that it contains a cytoplasmic dea^ 

Curr. Bio^„ ji:1669 (1996)]. Apo-3 has also been referred to hy other investigators as DR3, wsl-1 and 
TRAMP [Chinnaiyan et aL, Sdaice, 274:990 (1996); Kitsoa et al.. Nature. 384:372 (1^; Bodnra et aL, 
Imtmmitv. 6:79(1997)1. 

Paa et al. have disclosed soofhsr TNF ceoeptor famify member teferred to as *'DR4* [Pan ^ al., 
Scienoe. 276:111-113 (1997)]. The DR4 was reported to contahi a cytoplasmic death domain c^K^e of 
epgagii^ the ceQ suicide qiparatus. Pan et al. disdose diat DR4 is believed to be a receptor for the ligand 
known as ^k)-2 ligand or TRAIL. 

In l&eridan et al. , Sdence- 227:^18-^1 (1997) and Pan ^ al., Sderoe. 277:815-818 (1997), another 
molecule bdieved to be a receptor for the Apo-2 ligand (TRAIL) is described. That molecule is refarred to as 
DR5 (it has also been alternatively referred to as ^K>'2). Like DR4f DR5 is reported to contain a <7t(^lasmic 
death domahi and be cq>able of signaling apc^tosis. 

In Sheridan et al. , supra, a receptor called DcRl (or altemativdy , Apo~2DcE0 is disclosed as being a 
pcrtential decoy leceptor for Apo-2 ligand (TRAIL), Sbendan etal* report that DcRl can hihibitApo-2Ugand 
fmx^dosi in vim?. See also. Pan et aL. supra , for disdosure on die decoy receptor referred to as TRIP. 

For a review of the TNF famfly of cytokines and their recej^rs, see Gruss and Dower, supra . 

As preseMy understood, the ceU death program contaim at least diree ]nq)ortant elez^ 



inhibitors, and effectois; in C. degans, tiuse dements are encoded lespectively by diree goxes, CS»f-^» Ced-9 
and [SleUer, Scfqice, (1995); Chinnafyan etal., Scieace. 225:1122-1126 (1997); Wang et al., 

Cdl. 20:1-20 (1»7)], Two of the TNFR fimdly members, TNFRl ami Fas/^1 (CD95), can activate 
q)optotic cdl deatii [Ommaiyan axKi Dixit, Cmreit Biology, 6:355-562 (1996); Eraser and Evan, Cdl; 85:781- 
784(199^]. TNFRl is also known to mediate activation of tiietransf^^ 

Cell> 74:845-853 (1993); Hsu et al., ^ M:299-308 (1996)]. In addition to sontt BCD homology, these two 
recqrtors share homology in Adr intracdhil^ 

domain fTartafllia^al.. supra: Naaata, Cdl. 88:355(1997)1. DeaQi domains are also found hiseveralmetazoan 
proteins diatr^ate appptosis, vsBssAy, the Drosophilaprotdn. Re^, and the mammalian proteins refened 
to as FADD/MORTl, TRADD, and RIP [Cleavdand and Me, C^ £1:479^482 (1995)J. 

Upon tigandbindix3g and rece{m>rchist»ing, TNFRl and CD9S are believed to recruit FADD into a 
deatfarindudng signallfng con^ilex. CD95 purportedly binds FADD directly, inMe TNFRl bmds FADD 
indirecfly via TRADD [Cfainnaiyan et al.. Cdl. ^jL!5QS-512 (IMS): BoMin et aL. J. Biol. Chem.. 270:387-391 
(1995); Hki et al., suora: Chmna^yan a!., J. BioL ChenL . 221:4961-4965 (1996)], Rhas been reported that 
FADD serves as an adqitor prc^dn whidi recruits the Gev^3-related protease, NfACHo/FLICE (ca2|kase 8), into 
the death signalling oon^lex (BoWin et al., ^11, 85*803-815 (1996); Muzio et al., ^11, 85:817-827 (1996)], 
MACHo/FLICE s^ipears to be the trigger that sets off a cascade of qioptotic proteases, indoding tf^ interleukxnr 
Ip converting enzyme (ICE) and CPP32/Yama, which may execute some critical aspects of the cell death 
programme [Praser and Evan, supral . 

It was recently disdosed tSm programmed cdl death involves the activity of members of a fiunily of 
cysteine proteases rdated to the C eiegans cdl death g^ne, oecf-i, and to tfie mammalian IL-l-convertu^ 
en^me,ICE. TheactiviQroftheIC:EandaPP32/Yan]aprotease8canbeinhibitedbyfbeprod^ 
vine gene. crmA DR^ et al-. SB* 62:597-604 (1992); Tewari et aL, CdL 81 :801-809 (1995)]. Recent ^udies 
show that CrmA can ixiMbit TNFRl- and CD95-induoed odl death [Enari et al.. Nature^ 375:78-81 (1995); 
Tewari et al., J. Bfol. Chem.. 270:3255-3260 (1995)]. 

As reviewed recently by Tewari et al„ TNFRl, TNFR2 and CD40 modulate me expression of 
proinflammatory and costimslaioiy cytokines, cytokine rec^tors , and cell adhe^cm molecules through activation 
of the transcrqrttcm factor. NF-kB [Tewaii et aL, Ctor. Op. Genet. Develop,. 639-44 (1S»6)L NF-kB is (he 
prototypeof a fmiily of dimeric transcription £b^^ iVecma^ 
al„ Genes Develop.. 2:2723-2735 (1996); Baldwin, fi^f^, 1"?!^"^?^- 14:649-681 (1996)]. In its latent 
form, NF-i£ is oon^lexed with niembeis of the Iidft inhibitor Cami^ 

to certain stimuli, rdeased NF-kB translocates to the nudeus where it binds to specific DNA sequences and 
activates gene transcription. 

10. PR0382 

Proteases are em^matic proteins vduch are involved in a large number of very ipqportant biolog^ 
processes in mammalian aiKi nonsnammalfan organisms. Numerous different pnstease enzymes finom a vaneQr 
of different mammalian and rton-mammalian organisms.have been both idendfied and ctiaracterized, mchTding 
the s^inepniteases^diidi exhibit specific acthnty toward Themammalian 
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protease enzymes play in^rtanl roles in biological processes siKb as, for exanqtle, protein (Bgestion« activation, 
inactivation, or modnlafion of peptide hormone acdvity, and alterationof the physical properties of proteins and 
enzymes. 

in Vz^f of the important physiological roles played by protease enzymes, efforts axe conendy being 

^ip^gftflVftn by tintfi fntfiiKtry and p^ri^rpiy tn kf^mtjly new, native protease bcmMlQgs. Mai^ of these efforts arc 

focused on &e soeaiing of mamnialian recombinant DNA libraries to identt^ the coding sequaices for iK>vd 
monbraae-bound recq)tor proteins. Exanq)les of screeniQg methods and techniques are described in ^ 
literatnie [see, for example, Klein ^ al., Proc. Natl. Acad. Sci. . 2:7108-7113 (1996); U.S. Patent No. 
5,536,637)]. We herem describe flie idmrifination of novd polypeptides having homJogy to serine protease 
enzymes, designated herein as FR0382 polypeptides. 



11. FRQ^ 

Ilie ADAM (A Disint^rin And MetaUc^tease) fismily 0^ 



a 

%0 have an inyortant role in cdl interacdons and hi modnlating cellular responses . [see, for exanq>le, Gilpin ^al., 
J. Biol. Caiem.. 273a >: 157-166 (1998)1. Hie ADAM proteins have been implicated in carcinogenesis. Mdtrin- 
f%5 a (ADAM12) is a nr^roblast gsoe product xcpoited to be recpnred for cell fosicm. [Harris et al., J. Cell. 

BiochenL> 67a>:136-142 (1997), Y^gami-Hiromasa et al., Nature. 222:^2^ (1995)]. Ite meltrins contain 
r disint^rin and metaUoprotease domains and are implicated in cell adhesive events involved in development, 
thrcHigJi the integrinrbindiqg disintegrindomdn, but also have anand-adhesrve fiinctiondxroug^azituH^yeodeQt 
metaHoprotease domain. fAlfemlarietal.^ Devel Biol.. 182(2> ;3 14-330 (1997)1. Givai die medical in^ortaiKe 

yZO of ceJl fusion and modulation of ceSular respond in carcinogenesis and other disease mechanisms, efforts are 

H 

p currently beir^ under taken to identify new, native proteins which are involved in cell fusion and modulation 
of cellular responses. We describe herein tte identification of a novd polypeptide wMch has h^ 
n^itrin, designated herein as FR0545. 

25 12. FR0617 

CD24 is a protein that is associated widi ifae cell surface of a varied of dtffereat ceils of the mammalian 
inmxune system, rnchwjjT^ for example, neutrophils, monocytes and some tyn^hocytes, for exan^le, B 
lyn^hocytes. CD24 has been shown to be a ligsnd for die platel^-assodated surface glycoinx>tem 
(also known as granule membrai^ protein-140 or CxMP-140), a glycoprotein dxat is constitutivdy syndiesized 
30 in both platelets and endothelial cells and becoines exposed on the surface of platelets when those cdls become 
activated. Indus way, P-sdectinnaediates the caldunH]^)endentadbe^^ 

cells to the various cells of die Tnpm^ system that e^qness one or more hgands for die P-seiectin molecule, 
particularly CD24. This inechanism aUows for recruitment of inmzune system celk to loc^ 
most needed, f(n- example, sites of iqfury. Iluis, diere is substantia inteiest in idendfying novd polypeptides 
35 that exhibit homology to die cell surfiace antigens of die immune system cdls. We hoein describe the 
id^itification aiKl characterization of a novd polypeptide having homology to the CD24 protein, wherehithat 
novd polypeptide is heidn designated PR0617. 



9 



13. PRO700 

Protdn-disulfide isomeme (PDI) is a catalyst of disulfide formation and isomerization daring protein 
folding, ft has tvra catalytic sites boused in two domains homologous 

and the otter near the C tcmunus. [Sec for exanq^k, Gilbert HF, J^BioLChem., 47:29399-29402 (1997). 
May&ld KJ, Science, 278: 1954-1957 (1997) and Puig « al,. J.BioLChem.. 52:3^88-32994 (1997)]. PDI Is 
5 useMfor fonnation of natural type disulfide bonds in a im)teitti»1^ (See 
also, U.S. Patent Nos. 5.700,659 and 5,700,6^). 

Hzus, PDI and molecules related thereto are of interest, particularly for abOily to catalyze the formation 
of disulfide bonds. Moreover, ^sese nwlecules are generally of inJcrest m the stu^ of re^ 
related pn»:esses. PDI aiui related molecules are further described in Dart^ 11725- 
10 11735(1995). Weherdn describe die identiffc>«tlonand diaracterizatianof noveilp(^ypq>tidc8 having tonology 
to protein disulfide isomerase, dessgnated herein as PRO700 poly^^itides. 

C 14. PRQTOZ 

^ Co^0attaM is a bovine serum jTOteni that was orig^^ 

Rl 5 which belongs to the feonily of C-type lectins that have four characteristic domains* ( 1) an N-terminal cysteine- 
rkh dwnain, P) a coUagen-like domain, (3) a neck dmnani and (4) a carbohydrate reoogmlion domain (CRD) , 
Recent reports have demonstrated chat bovine conghitinin can inhibit hnn n sghirhia fi an by fnfhien y a A viruses 
»c » T^^h nf their Tecdn pmpgrties fBda et al.. Biocfaem. J. 316:43-48 (199S». ft has also been suggested that 

^ lectins such as oongjuttafai can fimctian as immunoglobulin-indepeodeDt defei^ molecoles due to omylement- 
mediated medianisms. Thm , Cffng^tf^«^^^ baft heen shown tn he useM for purifv i ny irmnune complexes in vitrv 

^"f and for removit^ drculating imnmne complexes tnm patients plasma in vivo (Urn et al . , Biocfaem. Biophvs. 
Res. Commun. 218:260-266 (1996)). We herein describe the identificaticm ai^ diaracterizatira of a novd 
polypeptide having homology to the cong^utinin protein, designated herein as PRO702. 

25 15* PRO703 

Very-long-chain acyl-CoA synthetase (** VLCAS'*) is a long-diam fetty add transport protdn viiich is 
active in the celkdar transport of long and very iong chain fatty adds, [see for example, Uchida ^ al„ J 
BiSlte<Tol^)119(3):565-571(1996)andUcMyan^ Girai 
the biologicd in^KJTtance of fEttty add trangjort mediani^ 
30 new, native prctdns which are involved in fetty add transport. We describe herein die identification of a novd 
polypeptide ^(M:h has homology to VLCAS, destguated herdn as PRO703* 



16. PRO705 

TheglypicansareafimilyofgJycosy^osphatidylinositoUGP^ by virtue 

35 of flheir cell surfece localization and possession of heparin sul&te chains, may r^^ilate tte responses of cells to 
numerous heparin-binding grow& fiictors, ceil adheslwi molecules and extntcdhilar matrix cxmspoaem. 
Mutations in one glypicanprotem cause of syndrome of human birth defects, suggesting that the gtypicans may 
play an in?)ortam role hi development (Utwacketd.,S^^ Also, since the gjypicans 
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may interact with the various extracellular matrices, tity may also play in^rtant roles in womKi healipg 
(McGrath et al.» Palfaol. 183:251*252 (1997)}. FurChermoxe* since glypicans are ejqnessed in neurons and 
gtioma cells , they marjr also play an impoitant role in the r^^lation of cefl division and survival of ceils of the 
smous system (Liang et aL, J.CeH.BioL 139:851-864 (1997))« U is evident* tbo^re, that the glypicans are 
an extremely in^jortant &mily of proteoglycans. There is, therefore, substantial interest in identifying novel 
polypqytides having honK>logy to members of die giypcan £^ We herein desoibe the identification and 
cbaF»:terizatiQn of a iu>vd polypqitide having honK>Iogy to K-|^ypican, dratignatfid herein as HE(O705. 

17. PR07D8 

Aryl sul£atases are eozyn^ that exist in a number of different isoforms, mchKimg aiyl sul&tase A 
(ASA) , aryl sulfatase B ( ASB) aM aryl silfistase C (ASC), and that function to hydndyze a varied of different 
aromatic sulfates. Aryl sulfiatases have been isolated from a vari^ of differrart animal tissues aiKi microbial 
sources and dieir structures and fom^ns have been extensively studied (see. e*g. , Nichol and Roy* LBiocfaem. 
55:643-651 (1964)). ASA ^dency has been reported to be associated with metachromatic leukodystropl^ 
(MIJ>) (Giles ^ al.. Ptenat Dia£n, 7W:245-252 (1987) and Herska ct aL, Am. J.Med. Gaogt. 26(3):629-635 
(1987)). AMtionaUy, other groi^ps have reported &at aryl sulfmses have been fi^^ 
killer cells of the immune system and have hypothesized a possible role for these enzymes in NK cell-mediated 
cellular lysis (see, c.g., Zudcer-I^ankim et al., Proc. Nad. > ^ TTfiA 80C22):6977-6981 (1983)). Given 
the obvious phy8iolo,^cal inq>ortance of ttie aryl sulfatasc oi^mes, there is a substantial interest in idcntifyipg 
iK>veiatyl8ul£iitasehomologpolypq>tftdes. We herein describe fiieidaUification and dutracteriEatton of 
polypqrtides having homology to the aryl sui&lases, wherein these novel pdypqptides are t^rehi designated 
FRO708 polypeptides. 

18. PRO320 

FibuHn-l is a cysteine-rich, caldum-bindi^g extracellular matrix (ECM) conqKSDent of basement 
rneinbranes and comiective tissue elastic fibers and plasma protem. wh^ 
alten^ve splicing. FSndixi-l is a inodular glycoprotein with amino^enmnalar^ 

by nii» epidomal growth factor (EGF)-Iike modules and, dependhig on alternative splidug, four possible 
carboxyl termhii. Fibuliii-2 is a novd extrsceUuIar matrix protein frequ^y found in close ass 
microlihnis containing either fihronectm or £0^^ Ihereareniultq>leformsoffibttlin*l that differ in their 
Otenninalr^onsdiat are produced throu^ die process of ahaiuttivesp^^ [see 
for exan5>le Tran et al.. Matrix Biol 15(7):479-493 (1997).] 

Northeni and Western t^tth^ analysis of 16 odl lines established from tum^ 
and malignant cell lines derived from patients indicate tiiat low ejqnession of fOnilin-lD {days a role in tumor 
formatbn and invasion. fOingetal.. Opcogeoe. 18:2159-2168 (1997)L Ovarian-cancer cdls are characterized 
by tbet abOiQr to invade fredy the peritoneal caviar* It has been demonstrated that estradiol stimulates die 
proliferation of e8trogea-recqm>r(BR>'positiveovariaiH:ancer cells, as weQ as e^^ Studies 
on the effect of fibulin-1 on motility of MDA-MB231 breast-cancer ceil line, indicated uMntion of 
h2f>totacticinigrationof NfDA-MB231cdls, and the authors conduded^ fibuUo-l can inhibit cancer cdl 
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HHTtility in vUw and liiea:efore has &e potnitial to ishibit tumor invasiozL [Hayashido et al., fat J Cai»er , 
75(4):654^8 (1998)] 

Thus, fibulin, ami molecules related tiiereto^ 
Moreover, Hiese molecules are generally of interest in tlie study of com&ective tissue and attachment molecules 
and related medianisms. Fibolin and rdated molecules are funto described in Adams, et al*, J. MoL BloL . 
272(2):226-36 (1997); Kielty and Shutflewordu Microsc.Res.TecL . 38(4):413-27 (1997); and CMdJ.C^ 
Surg.. 12(2Supp0:131-3{1997). 

We berdn describe tbe idoitification azid diaracterizatian of novd pcdypeptides having homology to 
fibuMn, designated herein as PRO320 polype|)ddes. 

19. mm 

Qxidoreductases are enzymes that catalyze a xeactkm in ^ii^ 
so that one molecule is oxidized aiid die other is reduced, with a nK>lecule of watered Tlxere 
are many different types of oxidoxeductase enzymes diat play very inq)ortant j^iysiolo^u^al roles in tbe 
mammalian oxganism. Some of the most hz^iortaat oxidoreducfases inchKfe^ fcx example, lyases, lactases, 
diolesterol oxidases, and the like. Tbsse enzymes play roles in such essential processes as digestion, sgzml 
transducdon, maintenance of ionic homeostass, and die like. As such, given diatoxidombfirlase enzymes find 
various essential uses in tbc mamrnallan organism, tbere is a substantial interest in identifying novel 
oxidoreductase enzyme homologs. We herein desmbe the idmtification and characterization of a novd 
poIypq>tide having tomology to oxidoreductases , designated herein as PR0324 . 

20. £BQ2SI 

Prostasin is a novd inman serine proteinase purified firomhuniansei^ famnmohistochemical 
localization reveals that prostasin is present in q;)ithelial cdls and du^ ThecDNAfor 
prostasm has been cloned aiKl characterized. Southern blot analysis, foHowmg a reverse transcr^pdoQ 
polymerase cham reaction, hulicates diat prostasin mRNA is ejqxressed in prostate, liver, salivary gland, kidney, 
lung, pancreas, cokm, brcHKhus, renal proximal tubular cdls, and prostate carcinoma LNCllaP cdls. Cdlular 
localization of prostasin mRKA was Idenfififid within epidielial cells of fte human prostate gland by in situ 
hybridization histochemistry. [See for exan^jle, Yu et al., JBiolQiem . (1994) 269(29):18843-18848, and Yu 
et al., J Biol Cbem . (1994) 270^):134^13489], 

' Thus, prostasin, and rnolecules related dser^ axe of interest, particularly 
treatnKDl of nodical conditions involving die prostate. Prostasin and related rnokcules are further described 
in Yu et al., (3enomics (1996) 32(3):334-340* We herdn describe tbe idend&ation and diaractenzation of novd 
polypeptides having homology to prostasin, designated herein as PR0331 polypeptides. 

21. PR03S2 

Butyropldlinisaniilkgj^coprotetnthatoomtitutesmore ofihe total protein assodatedwidi 

the£atglofauteinembraneinmanmialianmiik. Expression of butyrophilinrnRNA has been shown to corrdate 
with die onset of milk £at production toward die emi pregnancy and is maintained dirou^ut l^Krtation. 
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Butyrophilin has been identified in bovine, murine and hmnan (see Taylor et ai,, Rinditm Ri ophvs. Acta 
1306:1-4 (1996), I&hii ct al., vtir^him Rinphyi Ar^ 1245:285-292 (199S), Mallicr et al.» J> Dairy Sd, 
76:3832-3SS0 (1993) and Ban^liart et aL, h Biol. Cfaemu 273:4171-4179 (1998}} and is aQ^iel transniemt»ane 
protein that is incQxpoxated into ^ fat globulin n^ & has been suggested tbatbo^mphilinnur^ play 
a role as the principle scaffold for the assembly of a oon^ilex with xanthine dehydiogeoase/oxidase and o&cr 
prot^ (hat function in the budding and release of milk-fsl globules from &e apical sui&ce duriog lactation 
(Bangfaart ct al, , supra) . 

Given tiiat butyropSiiltQ plays an obviously infiortant role in mammalian milk production, diere is 
substantial interest in. identifying nov^ butyropiiilin homDlog3. We herein describe the identification and 
characterization of a novel polypeptide havin^g homology to butyrophilin, designated hereia as PR03S2. 

22. PRQ381 

The fmmtmopWlins are a family of protdns diat funcdon as rec^tors tar imnmnosqsptessant drugs, 
sucii as cyclosporin A, FK506, and rapanrydn. Tlie inununophilins occur in two separate classes, (1) the 
FKS06-bindii)g proteins (FKBPs), whidi bind to FK506 and rapamychi, and (2) the (^OfMins, which bixsd 
to cydospotin A. Widi regard to tl^ FKSC^-fnnding protems, it has been reported that ^ FKS06/FKBP 
comply fimctions to inhibit the activity of (be serine/thxeonxne protein piiosphatase 2B (calcinsiriiO* thereby 
providing imnumosuppressant activity (Gold, Mol. Neurobiol^ 15:285-306 (1997}). Jt has also been reported 
that tbs FK&P inununophilins are found in the mammalian nervous system and may be involved in axonal 
reg^Kiation in ^ central nervous system through a mechanism that is independent of &e process by ^v^udi 
immunosuppressloa is achieved (Gold, supra). Thus, ttere is substantial interest in identifyipg novd 
polypeptides having homology to the ECBP tmmiwiftphiiTng We herein describe &e id^idfication and 
characterization of a novd polypeptide having honmlogy to an FKBP jmmnnf^iiiitn protein, ^ignatyKl heresi 
as PR0381. 



23* jamm 

Mammalian cell membranes perform very in^itant functions relating to tbs structural integrity aiu! 
activity of various cells and tissues. Of pardcular interest in membrane physiology is the study of 
transmembrane ion channds which act to directly control a variety of physiolo^cd, pharmacological and cellular 

processes. MmnemiM iftn charmelg have hften irfgnrififtrf I'nrJiiHmg ralrfnm (Pja) gnHtiim (Ma) nwj pott!^gTil*m (K) 

channels, each of which have been analyzed in detaO to determine their roles in physiological processes hi 
vertebrate and insect ceUs* 

One type of ceU membrane-associated ion diannd, die sodium (±ani^ pky^ 
role in a cdl*s ability to maimaTn ionic homeostasis as weU as transmit intracellular and extracellular signals. 
Voltage^^ated sodium channels in brain neurons have been shown to be coix^)lexe8 of apore-forming alpha imit 
with smaller beta-1 and beta-2 subunits Qscm et al., geU 83:433-442 (199S)). Given the obvious hi^xirtanoe 
of sodium diannels in cellular homeostasis and olter hi;x>rtant physioIop:aI functions, diere is a s^nificant 
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interest in identifying iu>vdpoIypqsti^ We herein describe &e 

identification and characterization of a novd polypeptide having hmiology to the betsh2 submit of the rat sodhim 
channel, designated herein as PR0386* 



24. FRO540 

5 Leddnn-chdestaol ac^transferase {"LCAT"), also known as pfao^jhatidylcholine-sterol ap^tiansferase 

is a key enzyme in the mtiavascular metabolism of hi^ density lipoproteins, q^edfically in the process of 
cholesterol metabolism, [see, forexan^ile, Brousseaaetal.. J. Lipid Res.. 38(12):2S37*2547fl99T>. lon^al., 
BiodienL L. 294:879-884 (1993), and Drayna et al„ Nature 327 (6123):63^«4 (1987)]. Given the medical 
inqiortaiK^e of lq>id melabolism, efforts are currently being under takm to identify new, native proteins ^wfaich 
10 are involved inland transport. We describe herein the identification ofainvdi polypeptide 
to LCAT, designated herein as PRO540. 

I 25. mm 

N Synqytogyrin is a synj^ptic vesicle protein liiat is uniformly distributed in the z^rvoos system. The 

^ cDNA encodix^ synq>togyrin has been dos^ and sequoxced and the sequence predicts a protein wUh a 
molecaiar mass of 25,900 D with four memhrai^spanniz^ domains. Synq^togyrin has been in^licaled in 
membrane traflBc to and fixrai the plasma mmhrane. Stenhis et al., J. Cell. Biol. 131(6-2): 1801-18(» (1995), 
In addition, a novel isoform of syn^>togyrin called ceilugyrinex^ In 
rat tissues, ceUugyrin and synaptogyrins are eiqjiessed in nnrror image patterns. QUugyrin is ubiquitously 
1^0 presem in aU tissues tested with to lowest levels in brain tissue, whereas synq^ 

In brain. M rat tissues, ceOugyrin and syn^togyrins are &qsressed in mirror image Tbesymq^ 
vesicle jrotdn syn^rtogyrin may be a spetdalized version of a ubiquitmis protein, cdlugyrin, with the two 
proteins sharing structural similarity but differiog in localization. This finding siqiports tibe anergiziig concept 
of synqHic vesicles as the 8mq>lifi6d and specialized fbrmof a generic trafifickhsg organelle. [Janz et al., L Biol. 
25 ^aa- 273(5)2851-2857 (1998)1 - ThesequeDceforcelhigyrmderivedfitomtheNorwayrat,Ai^ 
has been dq)03ited in the Genbank database <m 23 December 1997, designated acc^ 
See also, Janz et al„ J, BioL Cbem. 273 (1998), in jaess. 

(^en the medical inq)ortance of zynspGc transmission* efforts are currendy being under taken to 
identify new, native proteins that may be part of a sinq)lified and specialized generic tr afRc lrtng nrg^T^ft|f ^ fp thy 
30 form of synaptic vesicles. We describe herein die identification of a novel polypeftfide vMdx has homology to 
syn^gyrin, designated herein as PR0615. 

26. FR0618 

&iterqpepdd^e is a key en2yme in the intestinal digestion cascade specifically cleaves the ac&Iic 
35 propq>tide fi»m trypsinogen to yield active trypsin. This cleavage initiates a cascade of proteolytic reactions 
leading to the activation of many pancreatic xywgsas. 

See, forexanqile. Matsushima ^ al.. J. BioL C3iem. 269(30:19976-19982 (1»4), Kitamotoetal.. Free. Nat. 
Acad. ScL, 91(16):7S88-7592(1994). £nterokinase(enteropeptidase) is a related to manunaUanserii^ proteases 
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involved in digestion, coagulation, and fibrinolysis. LaVallieetal.. JBiol Chem.. 268Gl):23311>23317ngQ3). 

Given the medical in^ortance of dilative processes, cffims are 
new, nadve proteins fliat may be involved in digestion, coagulad^ We describe herein the 

identification of a novel polypeptide ^ch has homology to entCTopepfldase, designated herein as PR0618. 

5 27. FR0719 

lipoprotein lipase is a key enzyme (hat mediates the hydrolysis of triglycerides and piiospholipids 
preseat hi circulating plasma lipojwc^eins (Dugi et aL. 1. Biol. Cbem„ 270:25396-25401 (1995)). Moreover, 
l^)oprotein Iqxase has beai shown to mediate tte uptake of Iqxiproteins into cells, wherein cellular iqytake of 
Iqwproteins is inidated by binding of Iqwprotein lipase to cell surface proteoglycans and to die low density 
10 qpoprotem (LDL) recqitor-related protein (Krapp et aL, J. lipid Res, 36:2362r2373 (19^) Thus, it is dear 
that lipoprotdoa I^ttse plays an extremely in^K>rta^ Therefc, 
AerefiMe, substantial interest in identifying novel polypeptides diat share sequence hwnology and/or biological 
^ activity with Iqwproteinlqwse. WehereindescribetheidentificatiQnanddiaracterizationofanovdpolypept^ 
^ having sequence honwlogy to lipoprotein lipase H, designated hcein as PRa719- 

is 
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^ 28. FR0724 

J' density l^xjprotein (U>L) receptor is a membrane4)amd protein tibat plays a key role in 

U cholesterol iKHi^ostasis , mediating cellular urtake of lipoprotein particles by hig^ afimty hmdrng fn its 
g SW>iipopn)tein(^)B-100andqK)R Theligand-bindingdfflnainofthcLDLreceitorcontah^ 
^ repeats of^proximateiy 40 amhK)acids^Mlierein each repeat 
g disulfideboi^. These uMqiK structural features provide the li^Lrecqjte 
widi ^ B-lOO and ^E, thereby altowii^ for transport of fliese iQ^^ 

andmeiabolismofthehrcon^nents, SoIublefiagmentscontamiijgdieextracenulardomainoftheII>L^^ 
have been shown to retain the abiHty to interact with its spedfic Iqwprotdn ligands (Simmons el al., J. Biol. 
25 0^272:25531-25536(1997)). TliU8.it is dear fliat the 1J)L receptor is intimately 

physiological activities related to dbolesterol metalwl^ As sudi, there is sulstantial interest in identi^ii^g 
novel LDL receptor homolog proteins. We herein descaibe the identi&atiqn azKi characterization of 
polypqrtide havmg homology to the human LDL recq>tor protein, designated hereto as PR0724,. 

30 29. PR0772 

E)9ression of die human gene A4 is enriched in the colonic epidielium and is transcriptionally activated 
on differentiation of colonic epithelial cells in vitro (Oliva et al». Arch. Biochem. Bionhvs. 302: 183-192 (1993) 
and Oliva et al„ Am> J. PfavsioL 272:CQ57-(^^ noQ7)} A4 cDNA contains an cpen readhig fiame diat 
predicts a polypeptide ofqjproximately 17 kflodaltons in size. Hydropathy analysis of the A4 protein revealed 
35 four putative memhrane-spanmngal^ha-hdices, tomuiKK^todiemical studies of cells e3qrressfai^ 

indicated diatejqjression is localized to the endoplasmic retio The four membrane-spanning domains and 
die biophysical characteristics of the A4 protein suggest that it belongs to a femfly of integral mend>rane proteins 
caUedproteol9ids,son«of^hmultimerizetoformionchanneU Infect^prelimmaryevideiicehassuaested 
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that A4 may itself multimerize and take on fbc properties of an ioa channel (CHiva et aL» Am. J. fhvsioL 
272:C957-C965 (1997)). Given the inyortance of ion diannels in mafmaintng celhilar homBostasis» there is a 

Rignifrrflnf ImwYKt In identifying twvpI pfttyppprirfpa hftving ti/wnnlAgy fn t^tnwn and pitnffvft inn rhfltini^la Wc 

herein descnbe tlxe identification and characterization of a novel poljrpeptide having lK)mo]k>gy to the putative 
ion chaimel protdn, A4, designated herein as PR0772. 

30* mssi 

Proteases are enzymatic proteins \\1iich are involved in a large nmxiber of very iiip)rtant tudo^cai 
pmrpftM^ ft) mammflitan an<j tiftn.Tnflmmaii'fln nrggnigms Numeious different pTOtease eixzymes &om a vari^ 
of different mmnmalian and non-mamznalian organisms have been bodi identified and characterized. The 
mammalian prwase enzymes play in^rtant roles inmaiy different biological processes imdnding, fotexBsnple, 
protein digestion^ acdvation, inactivation, or modulation of ^pepdde hormone activity, and alteration of die 
pi^dcal properties of proteins and enzymes. 

In light of the in^xnlant physiolo^cal loles played by protease enzymes, efiforts are currently being 
undertakea by bo& industry and academia to identify new, native protease homology* Many of tbe^ efforts are 
focused on the scre^iing of mflmmaHan recombinant DNA libraries to iden^ the codh^ sequences for novel 
secreted and membrane-bound receptor proteins. Esanyles of screening ireahods and techniques are Ascribed 
m tiie literature [see, for exan5>le, Klein al., Proc. Natl. Acad. Sd. . ^:7108-71I3 (1996); U.S. Patent No. 
5,536,637)]. We herein describe the identification of novel polypeptides having homology to various protease 
enzymes, designated herein as FR08S2 polypeptides, 

31* PRQ853 

Studies have r^orted that the redox state of the ceU is an hx;x)rtam deternm^ 
Fudfaermore, leac^ve oxygen species have been reported to be cytotoxic, causing inflammatory disease, 
induding tissue necrosis, organ failure, adim>scIerosis, infertility, birdi defects, premature a^ng, mutations and 
malignancy. Thus, the contn}! of oxidation and reduction is important fcv a numte 
control and prevention of strokes, heart attacks, oxidative stress, hypertension and may be associated wilh ^ 
development of malignancies. The levels of antioxidant enzymes, sudi as reductases, which catalyze the 
conversfon of reactive oxygen species to water have been s3K>wn to be low m cancer cells. In particular, 
mfih'ffnant pwKtate epittelium mav have lowered cjqaression of such antioxidant enzymes IBaker et Prostate 
32(4):22^233 (1997)]. In this regard, reductases, are of into)^. In addition, the transcription factors, 
NF4cappa B and AP4, are known to be regulated fay re(tox state and to aff^ 

of genes thought to be involved hi the pathogenesis of AIDS, cancer, adserosderosis ami diah^ complications. 
Publications further describing this subject matter indude Engman et al., Anticancer Res. (Greece), 17:4599- 
4605 (1997), Kelsey, et al., Br. J. Camber. 76(7):852-4 (1997); Priedrich and Weiss. J. Theor, BioL . 
187(4):52940 (1997) and PieuUe, et al., J. BacterioL. 179(18):5684-92 (1997), Given the pl^iological 
in^ortaoce of redox reactions in vivo^ efforts are cunendy being under taken to identify new, native xnoteins 
which are involved in redox reactions. We describe herein identification of a novel prostate specific 
polypqtide ^ch has sequence shoilarity to reductase , designated herein as PR0853 . 
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32. FRQ860 

Neurofascia Is a member of Hie LI subgrovp of tiie ceQuIar adhesion molecule (""CAM') faanHy of 
iffirvous system adhesion molecules and is involved in oeMar aggregatioiu CeU-^xUreoogaidoaandpaCtenmtg 
of ceQ contacts have a critical role in mediating reversible assembly of a wide variety or transcdbilar con^lexes 
in the n^ous system. C^U interactions nu^ be regulated throug^nKxIulationofaniq^ 
5 See, for exan^le, Tuvia et al., Proc, Nat Acad Sd., 94(24) 12957-12962 (1997). Neurolascin has been 
described as a member of the LI subgroup of the immunoglobulin superfannly mrpii^tpd in oeurite extension 
during embryonic development for wiadi numerois isofonns have been detected at various stages of 
developmenL See also Hassd et aL. J. Biol. Chem., 272(45) 28742-28749 (1997), Grum^t., CeH. Tissue Res. 
290^) 423^28 (1997). Gtarver et al., LCeH. BioL. 137:703-714 (1997), and Lambert et al,. J. Neurosci.. 
10 17:7025-7-36(1997),. 

^ (jiven the physiological iniportaoce of cellular adl^sion molecules and development of the nervous 

systemm Wv^, efforts are cun^ntlybeu^ under taken to idoitify new, native proteins 
^ regulation of cellular interactions in the nervous system. We describe lutein the identification and 
m diaracterization of a novel polypeptide whidi has sequence similaiity to neuro&sdn, designated herein as 
m PRO860. 

in 



33, FR0846 

llie CIMRF35 monodcsid antibody was used to identify a cdi niemt^^ 
^ whichispresentontbesur&ceofmonocytes, neutrophils, aproportio^ 

^0 and lynq)ho(^c cell lines. The rMRP35 cHNA cru^fis. a nAvrf intftgn^i mt^Kninf ^ycfl'prfft™ mfmber of 
the immimogtnbulin (Ig) gene superfamily . The nioleculeconq>rises (a) a single extnicellular^ variable domain 
remaxkably similar to the Fc fecq>tQr for polymeric ][gA and |gM, (b) a membrane-proximal domahi containing 
a high proportion of pxolizie, serine and threonine residues tbst was predicted to be heavily 0-g}ycosylated » (c) 
an unusual transmembrane anchor that contamed a ghitamic add and a proline residue and (d) a short 
25 cytoplasmic tan. Transcr^ts mx)ding die C:NfRF3S protein have been ctete^^ 

in peripheral blood T cells and in some B lynqxhoblastoid cell lines, confirmipg tbe results of immnnocytological 
stauung. Jackson et al,. Eur. L ImnronoL 22(5^:1157-1163 ^992^. CMRF-35 nwlecules are differendally 
caressed in hematopoietic cells , and the eiqjression of die antigen was ^wn to be markedly inflrifiKyd by 
sdmulation widimitogCTS and cytokines. See, torexmple^ Clark etal., Exp, flematol. 25(8^:759(1997^. Daish 
30 et al.. Immunol. 79(l):55-63 (1993). and Clark et al.. Tissue Agtigens 48:461 (1996). 

Given the physiological inqiortance of the immune system and antsgens associated with varioxis inrnnme 
system cells, efforts are currently bei^g under taken to identify new, native proteins which are ejqpressed on 
various cells of die immune system. We describe herein tt^ identification of a novel polypeptide wbids. has 
sequeiu^e similarity to C!MRF35. designated herehi as FR0846. 



35 



34. PR0862 

Lysozyme is a protein ^inch is widely distributed in several human tissues and secr^ions including 
mUk, tears and saliva. It has beendenKmstrated to hydrolyze linkage between N-^c^lglucosamines. Ithas been 
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demoBstraied to be an inhibitor of cfaemotaxis and of the prodncdoa of toxic 03^gen free radicals and may also 
have some loie in ttie calcification process. As such» there b substantial interest in identifying oovd 
polypeinideshavii]ighonK)logytDlyso^me. We desCTibe hi»eia the identification of a novel polypeptide which 
has seqoei^ sitnilanly to lyso^me. 

5 35* PRQ864 

Wnt4 is a secreted glycoproteiawbi(^coiielaleswi&, and is required fo^^ Mice 
lapiTrfrtg Wnt'4 activi^ fail to foxm pretubular cell aggregates; however, ottier aspects of niieseochymal and 
ureteric development are unaffected. Hxus* Wnt-4 appears to act as an autoinducer of the mesenchyme to 
epitheMtransitioa that underUes nephron developme^ Starica al» Nature :372(6S07>:679-683 (1994), In 
10 fi^ftf^, n£iid>ers of the Wnl gene family code for cysteine-ndi, secreted proteins, which are diJBerentiany 
_ e3q)ressed in tito (tevelopiqg brain and possibly act as intercellular signaling molecules. AWntgene, e.g., Wnt-1 
^ ' is known to be essential far specification of the midbrain ceU fate. Yoshioka et al.. Biochem. Biochvs. Res. 
^ Commun. 203(3): 158 1-1588 (1994). Several member of the Wnt femily of secreted 36M3ors are strongly 

^1 implir-fltf^ fi? T*y^Vt^"^ rtf itmmmnyy wUiilitr grttwth smd difFerentifltiQfiL Shimizuetal., Cell GtOWth Differ. 

ffS 8(12) 1349-1358. Wnt-4 is normally eqjressed in early pregnancy. Wnt4 snay therefore be a local signal 
drivh« epithelial bianchmg in pregnancy. Edwards PA. Biodion Soc SvmD.63:21-34 a998> . See aIso» 
lipsdmiz JH, Am. J. Kidnev Pis . 310):383-397. (1998). We describe h^em the identification and 
H characterizaton of a novel polypeptide wtach has sequ^ace simiianty to Wnt-4, designated herein as PR0864. 

0 36. PR07M 

At least two cell-derived signals have been shown to be necessary for the induction of inmmnoglobulin 
isoQpe switdung in B^Us* Tlie first signal is given by either of Ihe soluble !ynq)liok!nes,in^ 
or ILnl3, whidi induce germline epsilon transcript expression, but this alone is insufficient to trigger secretion 

25 of immunogloMin £ (IgE). Tte second signal is provided by a physical interaction between B-cells and 
activated T-cells, basop^ and nuist celh, and it has been shown that 
for mediMig Ig£ syn&esis, Additk}nalty, anxingst die numenms pairs of surface adhesi^ 
involved hi IgE syndiesis , die CD23/CD2 1 pair appears to pl^ a key role hi the generation of 1^. CD23 is 
a protein that is positively and negativdy regulated by factors which hicrease or decrease IgE production, 

30 respectively. Antibodies to C^23 have been shown U) inhibit IIM-ix^^^ 

to mhibit andg^n-spedfic IgB responses in a rat model, in an iso^pe selecdve manner (Bonnefoy et al. , Eur. 
ResDir. J. SupdI. 22:63S-66S (l»6)). CD23 mteracts wilh CD21 <hi B-cdIs, preferential^ drivtog IgE 
production. Given that die CD23 protefai plays an eactremely important role in the induction of a mammalian IgB 
response, there is significant interest in identifying novd polypeptides hav^ Weherem 

35 describe the identificatioii and characterization of a novd polypeptide having homology to CI>23, de si g n at ed 
lieremasPR0792, 

37. mm 
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Muxiin aod spondin protdns are secreted ^ 
have been identified in a variety of organisms. For example* Higashy ima ^ al. » DevBioL 192:21 1 *227 (1 997) 
fiave reported the idoitification of spondin and misdin expressicm in floor plate cells in tte zefarafish embryonic 
axis, thereby suggesting that mindm and spondin prtoteins play inyortant loles in embryonic devdopiDcnt. lliis 
same group has reported &at mindin and spoiKlin proteins fixnction as extracellular matrix proteins that have a 
5 high affinity for the basallamina. (Id.)' & has been reported that F-spondin is a secr^ protein that promotes 
nairal adhesion and iKurite extension flOaretal^Cfen 69:95-1 10 (1992) and diatM-spondin is an extracellular 
matrix protein that localizes to muscle attachment sites in DrosQpMa (Umemiya et al., Dev. BioL 186: 165-176 
(1997)). Thus, &ere is signi fScant inteest in identifying novel polypeptides having luHnology to the mindin and 
^ndin proteins. We herein describe the identification and characterization of a novel polypeptide having 
10 homology to mindhi2 and mindinl, designated herein as PR0866. 

5 38, PR0871 

^ Cyclophilins are a family of proteins fbat bind to cyclosporin A and possess pqaidyl-jarolyl cis-trans 

^ isomttase activity (Shmy et aL, Proc, Nad. Acad, ScL USA 95:1758-1763 (1998)). In addition, cyclopMlins 

^5 are secr^ hy gcttvated cells and act in a cytnlritMS-libp mftnnffr^ prpgimmhly via Mgn^ltng thfAflgh tj^irfacf 

^ cydophilin receptor. HostceU-derivedcydoplulinAhasbeensiunxrntobeiiicorporatedin^ 

^' its incorporation has been shown to be essential for viral infectxvity. Thus, one or znore the cydLopluliris ma/ 
be direcdy associated widi HIV-1 infectivity. Given die obvious ii)[q)ortance of the K^clophilinpr^^ 



p is substantial hiterest in identifying novel polypq>ddes whidi have sequence homology to one or more of the 
|2p cyd(^)lulin proteins. We herein describe the idMirtfication and cfaaracteri2atim of a novel polypeptide having 



U homology to cyclopliilin-like protem CyP-60, designated herein as PR0871. 
39. PROS73 

Enzymatic proteins play in:q>ortant roles in the chemical reactions involved in die digesdoa of foods, 

25 fhebiosyathesisofmaciomolecdes>d2eGonQi)UedreleaseaiKiutil^^ 

necessary to sustain life, ^^ytnes have also been shorn to {^inq)ortant roles in comba^^ 

and disorders. For exanq>le, liver carbox^esterases have beenrepoited to assistinsensitizinglunn^ 

to the cfflicer prodrugs. Danks €r a/,, rq)ort that stable expression of the cDNAeiK^^ 

Rh30 human rhabdomyosarcoma cells increased the sensitivity of the cells to the CPT-1 1 cancer prodrug S. 1- 

30 fold. Cancer Res. (1998) 58(l):20-22. The audiors propose that this prodrug/ens^rme combination could be 
e^oited dterq^eiitically in a manner analogous to qiproacbes curr^itty under investigation widi die 
oon^bhiations of ganddovir/heipes simplex virus tlrjrmidine kinase and 5-£luorocytosine/cytosii}e deaminase* 
van Pdt er iz/. dononstrated that a 55 kD human liver carboxylesterase inhibits the invasion of Plasmodium 
falc^)arum malaria sporozoites into primary human hepatocytes in cuhmie. J Hepatol (1997) 27(4):688-698. 

35 Carbojtylesterases have also been found to be of importam^ in die detoxifica^ 

andotherxenobiodcs. Punfledlu2itmtivercaiboxflestarasesbavebeenshowntobeixm)lvediadiexii^^ 
of various drugs including cocaine and heroin. Pdndd a/, describe the puri&ation and cloning of abroad 
substrate specificity btman liver carboxylesterase whidicatalyzes ibe hydrolysis of cocahie andheroin and which 
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may play an inqxHtant role in Hie d^radation of tiiese drags ia fauman tissues. J. Biol, Chem, (1997) 
6:272(23):14769-14775. Btzenzinski et oL descdbe a spectrophotom^ric conqi^ve inhibition assay used lo 
identify drug or mvitomnental esters tiiat ate metabolized by carbo^^iestera^. Drug Mctab Dispos (1997) 
25(9):1089-1096, 

In Ugltf o f ^ inqwxtant pliysiological roles played by carboxy lesterases* efforts are bdqg undertalxn 
by both industry and flcAdermfl to identify new, native caibo^iylestCTse homologs. We herein describe &e 
fHftntifiC?tinTi and rhararterigatinn nf « newel pntypepHde havrng homology to carboxylestoase, designatedherein 
as PR0873. 

40. PRQ940 

CD33 is a cell-surface protein that is a member of the sialoadhesin family of proteins that are equable 
of nsdiating siallc-add dependent biiuliag with distinct specific 

to suUominal sugars. CI>33 isspecificany e^yiessedineady myetoidandsomenKmocytec^^^ 
has been shown to be strongjiy associated widi various myeloid tumors indudiog, for exanqile* acute non- 
lyn^hocytic leukemia (ANLL). As siKb, CD33 has been suggested as a potential target for die trealnie^ 
cancers associated widi high level esqxression of the protein. There is, therefore, significant interest in the 
identificationof novel poIyp^tide$haviagbomologytDC3)33. In fact, one CD33h(»nolQg (designated C3>33L) 

has already been identified and described (see Takei et aL. Cvtogenet Cell Genet 78;295-300 (19^7)). We 
herein describe die icfentification of anodier novel polypeptide haviog homology to CD33, designated herem as 
PRO940. The novel polypeptide described herein also exhibits significant ho^ 

proteins designated HSlJ713a2_l and HSU71383_1 in ttie Dayhoff database (version 35.45 SwissProt 35). 
4L FRQ941 

Cadbi»xns are a iar^ family of transmembrane proteins. Cadherins ccm^rise a &mily of caldmn- 
dq^Qident glycoprotehis ihat function in mediating oell-ceQ adhesion hi virtualfy all solid tissues of multiceUular 
organisms. At least cadhmns 1-13 as wdl as ^pes B, E, EP, M, N, P and R have been identified and 
characterized. Among the functions cadherins are known £9r, with some excqytions, are that cadherins 
partidpate in cdl aggregation and are associated with ceU-wU adhesion sites. RecenUy, it has been reported that 
while aQ cadherins diare multqile repeats of a cadherin specific motif believed to correspond to foldisig of 
extracellular domains, members of the cadherin siqierfsmify have divergent structures and, possibly, fUoctions. 
In particular it has been r^Knted that members of die cadherin superfamily are involved in signal transduction. 
See, Suzuki, J.CellBiochem .. 61(4):53l-542 (1996). Cadhoins are fiirfiher described mTanihara et al., J.Ciell 
Sd., 107(6):1697-I704 (1994), Abcrle et aL, J. CeHBiodiem .. 61(4):514-523 (1996) and Tanihara et al., CeU 
Adhes. Common .. 2(1^:15>26 (1994). We herein describe the id^itilScation and characterization of a 
polypei^de having homology to a cadherin protem, designated herein as PR0941. 

42. FR0944 

Ctostridium per&ingens enterotoxin (CPE) is comidered to be die virulence fector responsible for 
causing (he sysqiton^ of C. p^frhig^ type A food poisoning and wsy also be involved in odier human and 
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veterinary illnesses (McOane. Tcodcon, 34:1335-1343 (1996)). CPE canies out its adverse cellular functions 
by binding to an c^ipioximalely 50 kD cell sorfEtce receptor protein designated the QostridiunL pcr&ingens 
enterotoxin receptor (CP&R) to fonn an approximately 90,CX^ cDNAs 
encodii^ the CPB-R protein have been identified characterized in both fau^ Cdl 
Biol 136:1239-1247(1997) and Katahira « al., /. Btol Cftfiw, 272:26652-^ Since the CPE toxin 

5 has teen reported to cause a vari^ of illnesses in marnmalifflhctf^ 

of die CPE toxin to the CPB-R,fl^ is sigDificant interest in identify^ Weterein 
describe the identification and characterization of a novel polyp^tide having iKmulogy to CPE-R, designated 
herein as FR0944. 

10 43. PR0983 

Memhrane-boimd proteim include not only cell-surface membrane-bound proteins, but also proteins that 
^ are found on the surface of intracellular vesicles. Tliese vesicles are involved in exoc^tosis.vt^cb is die fusm 
^ of secretory vesicles widi the celhilar plasma memiMsne, and h^ One is die discharge of 

^ the vesicle contents into the extracellalar space, and die second is the inooxporatian of new proteins and lipids 
^5 into the plasma membrane itself. £»0(7tosiscanbe dther constitutive or regukted. Meiikaryo^ 

COnstitiitiYe exQcytosis, which is marted hy the \mm^\sA^. fiiainn nf thft sm^ry y^^^lf wftfT formation. JXi 
^ contrast, regulated exocytosis results in die accumulation of the staetory vesicles that fuse widi tbe plasma 
H membrane upon receqvt of an ai^n^>riate signal by vesicd^ Usually, diis signal 



p 



is an increase in the cytosolic free Ca^^ concentration. However, r^;ulated exocytosis that is independent of 



i^gO Ca** has been tcponsd (see, e,g. Fujita-Yoshigaki a al. J. Biol, CheaL (1996) 3I:271(22):13130-13134). 

P R^;ulated exocytosis is crucial to many q>ecialized cells, including neurons (n eu r otran smitter release firam 
syosptic vesicles), adrenal diromafBn ceDs (adrenaline secretion}, pancreadc acinar cdls (digestive en^me 
secretion), pancreatic ^-cells (hisulin secretion), mast cells Qiistamine secredon), mammary ceDs (milk protein 
secretion), sperm (enzyme secretion), egg cells (creation of fertilization envelope) and ad^»ocytes (insertion of 

25 glucose tramporters into the plasma mi^xfliraiie). 

Disord^ involving exocytosis are knowxL For exan:^k,inflamznatory mediator release from mast cells 
leads to a varii^ of disorders, ii^ludii^ asdmia. Snnilarly, Chediak-HigasM Syndrome (CHS) is a rare 
autosomal recessive disease in wMdi mutrophils, mono^rtes and lyoqihoi^tes contain ^ant cytoplasmic 
granules. Accordingly, die proteins mvolved in exocytosis are of paramount interest and efforts are being 

30 uncfcrtaken by bodi industry and aradfania to identi^ new, veside-assodated proteins- For example, Skehel er 
oL identified a 33-kilodalton n^mbrane protein in ^lysia, termed VAP-33, which is required for the exocytosis 
of nairotransmitter. Science (1995) 15:269(5230): 1580-1583, and Neurottormacologv (1995) 34(11):1379^ 
1385. Many efforts are focused on die screening of mammalian leoombhiant DNA hTgaries to idend^ the 
coding sequences for novel vesicle- associated nienobrarie proteins. It isanobjectoftfaeinveotioatoprovuie 

35 proteins having homology to die vesicle associated protein, VAP-33, designated herein as PR0983. 

44. PR01QS7 

Proteases are enzymatic proteins which are involved in a large number of very inqmtant biologk:al 
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pmftefiRf^ tn tmrnnmliim <mH nnn-mitmmflKfln ni^flrriRtna. NumeitKlS differeatpTOteaseenzyil^ 
of different mammalian and ncm-maxmnaiian <»gaiiisxm have been both identified axid cfaaractenzed. The 
mammaHan protease enzymes play ig^>ortaatxoles in many digeraiibiotogical processes inclnding, forexan^le, 
protdn d^estioQ, activation> inactivation* or modulation of pq»tide bormone activi^, and alteration of tiie 
physical properties of proteins and em^mes. 

In Ug^ of tliein^Kmam physu^gical roles played by pr^ efforts are currently being 

umtotaken by both industry and acadmi a to identic new» native protease homotogs . Mai^ofdxeseefiGartsare 
focused on die screeniog of mammalian recombinant DNA libraries to identifir the codix^g sequmces for novel 
secreted protdns. Examples of scteemog m^ods and techniques are described m liie literature [see, for 
exan^le, Klein et aL, Proc. Natl, Acad. Sci,. 93:7108-7113 (1996); U.S. Patatf No. 5,536,637)]. We herdn 
describe the identiffcatioiiof novel polyp^des having booK^logy to various protease enzyme, designated herem 
as PRO1057 polypeptides. 

45. PRO1071 

Thrombc^pondin- 1 is a trimeric hi£^ molecular weight g^ycoprotdn that is released from platelet aipiha- 
granules in response to tfaiombin stimulation and that is also a transient component of Ae extracellular m^rix 
in developmg and r^airing tissues (Adams» Int J. Biochem. Cell Biol. 29:861-365 (1997) and Qianet al. , Proc. 
Soc. ExD. Biol. Med. 212:199-207 (I996i\ A vari^ of factors regulate fhrQnd>ospondin expression and 
protein is degraded fay botih extracellular and intracellular routes. Thrombospondm-lfuiK:ti(His as ac^ adhesion 
molecule and also modulates cell paovement, cdlprolifCTation, nenrite outgrowth and anglogenesis. As such, 
there is substantial interest midenti^ii^ novel polypq)tide$ ha Weherein 
describe the identification and characterization of a novel polypeptide having homology to thrombospondin, 
designated herein as PRO107L 

46. JSQieS 

Studies ha ve rq)orted diat the redox state of the cen is an in^ortam deteroi^^ 
Furdiermore, reactive oxygen species have been reported to be cytotoxic, causing inflammatory disease, 
including tissue necrosis, organ failure, adierosclerosis, in&rtOily , birdi defects, piematoxe aging, mutatioi^ and 
malignancy. Thus, the conirolofoxidatitm and reduction is itt^it&nt for a 

control and prevention of strokes, heart attacks, oxidative stress, hypertension and may be assodated with the 
development of malignancies. The levds of antioxidant enzyn^, such as reductases, whidx catalyze the 
conversion of reac^e OJ^gen species to water have been shown to be low in cai^er cefils. In particular, 
malignarrr prostate epidielium may have lowered expression of such antioxidam ^izymes [Baker et al . , Prostate 
32(4):2^233 (1997)]. In this regard, reductases, are of interest In addition, the transcription fEtctors, 
NF4cq)pa B and AP-1 , are Imown to be regulated by redox state and t^ 

of genes thought to be involved in &e padiogeoesis of AIDS , cancer, atherosclerosis and diabetic convocations. 
Publications further describing this subject matter include Rngman et al.. Anticancer Res« (Greece). 17:4599- 
4605 (1997), Kelscy, et al., Br, J. Cancer. 76(7):852^ (1997); Friedrich and Weiss, J. Thcor, Biol.. 
187(4):52940 (1997) and Pieulle, et al., L Bacteriol., 179(18)-.5684-92 (1997). C3iven pbysiolopcal 



22 



ixzQxiitazK^ of redox reactions in Wva, efibrts are curceMy being under taken to identify new, native proteins 
^niiidi are involved in redox reactions. Wedescribehereindieickntificatioaof a novd polypeptide which 
sequence similarity to reductase enzymes, desiignated herein as PRO1072, 

47. PR01Q7S 

Protein disulfide isomerase is an enzymatic jnotein ^lich is involved in lSbo promotion of correct 
refolding ofprotdns through the establishment of correct di^ Rotein disulfide isomerase 

was initially identified based upoa its abUi^ to catalyze die rmatoiation of reduced denatured RNAse 
(Goldberger^aL./. BioL Chem. 239:1406-1410 (1964) andE^tstdnetal., Cold ^rring Harbor Synq>, Quaru. 
BioL 28:439449 (1963)). Protein disulfide isomerase has been shown to be a resident en^me of the 
endoplasmic reticulum which is retained in ^ endoplasmic reticulum via a -KDEL or -HDBL amino add 
sequence at its C-tmninus. 

Given the inq)ortance of disulfide bond-formii^ enzymes sasi their potential uses in a number of 
different applications, for example in increasing the yield of correct refolding of reoonibinantly produced 
proteins, efforts are cturentiybemg undertaken by both iridustry and academic to identify new» native protehas 
having homology to protein disulfide isomerase. Many of these efforts are focused on the screenii^ of 
tnummfllifln recombinant DNA libraries to identify the codmg sequences for novel protdn disulfide isomerase 
homologs. £xanq>les of screening methods and techiriqiTes are described in the literature [see, for exan^le, 
Klein ^ al,, Proc, Natl. Acad. Sd.. 9^:7108-7113 (1996); U.S. Patent No. 5^36,637)]. We herein describe 
a novel polypeptide having homology to protein disulfikte isomerase, designated terein as FRO107S. 

48. pgoia 

In DrosciMa, the dorsal-ventnd pdarity of the egg dianto 
nucleus and the guii^RNA to ^doisal-ameiiorconier of the oocy^ Gurken protein presumably acts as a 
tigand for the drosophila EGF receptor (torpedo/DER) esqnressed m the somatic follicle cdls surroundisig die 
oocyte. Comicfaon is a gene requirsd in tlie germline for dorsal-ventral stB3ialing (Roth et al.. Oil 81:967-978 
(15^). Comichon, gurken and torpedo also function in an earlier sigoalmg event tibat establishes posterior 
follicle ceU fates aid specifies the antmor-posteriorpolarify of die egg di^^ Mutations in any or all of dtese 
gen^ preveiit the formation of a correctly polarized micrombule cytoskel^n required for proper localization 
of the anterior and postaior d^enninants bicoid and oskar and for the asymmetric positioniiig of die oocyte 
nuclais. Thus, it is dear that the comidion gene product plays an iniportant role in early development We 
herein describe the identificafion and characterization of a iK>vd polype{^ide 1^ 
protein, designated herein as PR018L 

49. rROipS 

Efforts atre currently h^r^ nirfertaben to identify and characterize novd transmenibrane proteins. We 
herdn describe the identification and diaracterizadon of a novd transmembrane polypeptide , designated herein 
asPR019S. 
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50. FR086g 

Effonsanecmemly being un(tetaken to idei]2£^ Wcherein 
(tescribe the Identification ami characterization of a novel sec^^ designated herem as PR0865* 



51. FR0827 

5 VLA-2 is an cell^surfBce integrm protein diat has been identified and characterized in a number of 

mamrnalijmnrgani&nis, mrhidinghnthniniK<> and hitman. VLA-2hasbeeQSiK)WatobearecqHoronti}esurEBCe 
of cells for ecbovirus-l (EV-1) whidi mediates infection of VIA-2-e;q7resslqg cells by EV-1 (Zhaog et al., 
Virologv 235e):293-301 (1997) and Bergelson et al.» Science 255:1718-1720 (1992)). VLA-2 has also been 
shown to mediate the int^actkm of collagen with oidotlieUum during in vitro vascular tube formation (Jaclcson 
10 ^aL, CdiBiol, Int. 18(9):859-867 (1994)). Various otl^integriapioteins that share various d^Tees of amh^ 
^ add seqoence homology with VLA-2 have been identified and chaiat^eiized in a variety of mammalian organism. 
2 These int^;rins have been reported to play nD{)ortant roles m a variety of different physiological functions. 

^ Therefore . there is significant interest in identifyiiig novel polypqitides having homobgy to one or more of the 

N 

^ integrin proteins. We herein describe the identification and characterization of a novd polypeptide having 
hcmobgy to VLA-2 integrin protein, designated herdn as FR0827. 



52, PROI114 

Masy niqwrtant (Ttoldoie protenss have been id^itified and d 



P 

1^ specific cdl surface recq>torcon$»Iexes. Fbrexanqde, die(dassncyt(ddnerecqHor&inO^ 

^ die mterferon receptors, die mteriaikm-10 recemor and die tissue fSactor CRFB4 (foetKer et al. . J. Exp. Med. 

2 187:571-578 (1998) ami Kotenko et al,. EMBOJ. 16:5894-5903 (1997)). Thus, die multitude of biological 
activities exhibited by the various cytokine proteins is absolutely dqmteat i^on the presence of cytokfaie 
receptor protdns on the surface of tar^ ceSs. Ttere is, therefore, a significant interest in identifying and 
charactOTzmg novel polypeptides havii^ homology to one or more of the <^ Weherem 

25 describe the identification and characterization of a novel polyp^tide having hcHUoIogy to cytokiDe rec^^tor 
fBmily-4 protdns, designated herein as PR01117. 

InteTfen>ns (IFNs) encon^ass a large fmiily of secreted protend Ahhou^ 
th^ were origmaDy named for their andvhral activity, growing evideiKie sq>poits a criticdl role for IFNs in cell 
growdi and differentiation (laramillo ^ al., CAnaer Tnyftgri p^arifw 13(3):327-338 (1^)). IFNs belong to adass 

30 of i^gative gro wdL &E^rs having the ability to inhibit die growth of a wide variety of cells widi both normal and 

transformed phenotypes. IFN therapy has been shown to he beneficial in the treatment nf Initngn mflKgni^p nj^ 

sudi as Kaiposi's sarcoma, chronic myelogenous le^ikemia, naa-Hodg^*s lyiqihoma, and hairy cell leukemia 
as well as in die treatment of infectious diseases such as hepatids B (Cbmliel et al., flftfrnntn^ Microscopy 
2(l):485-492 (1988), Einhom « aL, Med. (^L & Tumor Pharmacother. 10:25-29 (1993), Rmgenberg et al., 
35 Nfissoori Medicine 85{l):21-26 (1988), Saracco et aL, Journal of <3astroenteroloey and Heoatologv 10:668-673 
(1995), Gonzalez-Mateos ct al„ Hepato^Bastroenteiologv 42:893-899 (1995) and MalagoarMca et al„ 
gharmacoflieraDv 17(5):998.1005 (1997)). 

loterfmos can be classified hito two major groqts based iqxm dieir primary sequence. I 
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interfecoDs, EFN-a ami IFN-p, are encoded by a siq>er£amily of imroiiless geaes (xmsisting of the IFN-a gene 
feoodly and a single IFM-§ gene that are thought to have arisen fitom a conmoon ancestral gene. lype I 
interferons may be produced by most cell types. Type n IFN, or IFN-y, is restricted to lyn^hocytes (T cells 
and natural knicr cells) and is sttaiulatcd by nonspecific T cell actrvators or specific antigaas to 

AMun^ both type I and type II IFNs prodiK^e shnOar antiviral and ant^li&raiive effects » tbey aa 
5 on distinct cell surface receptors, ^ntoein the binding is generally species specific (Langer et al.» Immunol, 
Toda£ 9*393-400 (1988)). Both IFN-ki and IFN-p bind coa4)etittvdy to the same high a£B^ 
TvhereasIFN-YbiiKis to a distinct type n receptor. The presence and number of IFK receptors on ^sur&ce 
ofa cell does iK>t generally reflect the sensitivity offte cell to IFK, althoogii it is dear that die effects of the DFK 
protein is mediated through bindiQg to a cell surfitce interferoa recq>tor. As sucii, die identification and 
10 charactenzation of novd interferon receptor protdns is of extreme interest 

We herein describe die identificatioa and characterization of nov^ interferoa recqitor polypeptides^ 
P designated herein as *PR01114 interferon recqrtor* polype^tfides. Thus, the PR01114 po^ypepddes of the 
pres^ invention represents a novd censur&ce interferon receptor. 

■-=5 

rftS 53. PRQ237 

€ (:M)onicanirydrase is an eozyniatic protein diat\^^ 

In 

7' mammal iaa blood system by catalyzing the syndicgis (and the hydration) of carbonic add firon (ami to) carbon 
U dioxide and water. Thus.theactionsofcarbonicafihydraseareessestialforavarietyofimportantpi^ 
reactions in die mammal. As sududiere is significant iiiterest in die idstztification and ch^ 
polyp^tides havii^ homology to carbomcanihydrase. We herein describe ibeideotificaticm and characterization 
^ of a i»vei polypeptide haviz^ iKunology to carbonic anfaydrase, dfsignatffd herein as PR0237. 

54. FR0541 

Numerous trypsin inhibitory proteins have been identified and charact^ized (seCt e.g.* Yamakawa et 
25 al., PK^ f y^, ^^Mm^ 1395:202-208 (1998) and NGzoki H al.. Mammalian Genome 3:274-2M (1992)). 
Trypsin inhibitor proteins play inqx>rtant roles in a vari^of difG^m physiological and biological pa&ways 
and are specifically involved in such processes as the r^colationof protein degradation, dig^tion, and Ae like, 
Givai die iwpoxtsat roles played by such enzymatic proteins* there is significant inters in Identifying and 
diaracteri^ng novd polyp^jtides having iKmioiogy to knov^ We herein describe die 

30 identification and diaracterization of a novel po^eptkie having homolpgy to a trypsin inhibitor protein, 
designated herein as FR0S41 . 

55. PR0273 

Loikocytes indude monocytes, macrppliages, basophils, and eosinophils and play an insportant role in 
35 die immune response. These cells are hiymant in tte nacchanlsms initiated by T and/or B lymphocytes and 
secrete a rai^ of cytokines which recruit and activate other inflammatory cdls and contribute to tissue 
destruction. 

Thus, mvestigEtiQn of die regulatory processes hy wbis3i teukocytes move to didr qprppriate 
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destination ami interact with other cdls is cdt^ Curienlly, l»ila)cytes are &ou^ to nx>ve ficoni the bl<^ 
to injured or mflamed tissues by rolling along tl^e^ Tliis movenoent is 

mediate d by transient interactions between selecttns and their ligands. Next, the leukocyte nnist move tidiough 
the vessel wall and into the tissues. This di^)edesis and extravasation st^ involves cell activation ^^uch 
promotes a noore stable leukocyte-codothelial cell interaction^ ogain TTy^i'ffTfd by iniegdns and their ligands. 
5 e h e mnkine s are a large family of structurally related polypeptide cytokines. These molecules stixmilate 

leukocyte movement and may explain lenlrfffiyte trafficlring m Hilferftnt inflflnimflt firy gft^i^tionff , fWinlrrnftt^ 
nKdiate^e:qxresslonofparticulBr adhesion nwlecules on endot^^ and Uiey produce cbemoattractams 
which activate q)ecific cell types. In addhjon, the ghgrnnirfm^fl g rinmigff* juniiferfltion and regalatf activation of 
specifb ceil types. In both of ihes& activiti«, rfiftmnVjn^ dffmonfftratft a high degrpg of target cell specificity, 
10 The chemokme family is divided into two subfamilies based on whedier two amino terminal cystdne 

residue are inm:]edlate^adjac^(C<:) or separated by one amino acki(^^ Chemokine&of &eC-X-C 

P family generally activate naitrqphils and filmblas ts while the C-C chemokines act on a more diverse grou|> of 
<^Us induding monocytes/mactophages, basophils, eosinophils and T lynq^boQies. The known 

'^-i chemokiitesofbothsubfanimes are synthesized by inaiQr diverse cdl types as le^^ (1994) 
Hie Cytokine Handbook, 2d Ed. Academic Pre^ N.Y. Chemokines are also revfewed in Schall TJ (1994) 

^ Qiemotactic Ciytokines: Targets for Therapeutic Development. International Business Conmnnncations, 
SouthboTOUgJiMass. pp 180-270; ai^inPaul WE (1993) PimHftm^f^i Tn^Tnn]Agy, 3rd Ed. Baven Press, N.Y. 
pp822-S26. 

Emwn c hemokin es of the C-X-C subfamily include maciO|diage inflammatory protdns alpha and beta 
^0 (MIP-1 and MIP-2 ), interieukni-8 GL-8)* and growth regulated potein (GRO-a^ and beta). 
t3 MIP-2 was first identified as a 6 kDa hqmrin bindix^ protein secieted by tiie mouse macrophage ceH 

^ lii» RAW 264.7 upon stinmladon with Iqwpotysacch^ MIP-2 is a member of (he C-X-C (or CXQ 

subfamily of chemokines. Mouse MIP-2 is chenu^actic for human neutrc^hils and induces local neutrophU 
infiltration when tt^ected into the foot pads of niice. Rat MIP-2 shows 86% ammo acid homology to the mouse 
25 MIP-2 and is chemotactic for lat neutrophils but does not stimulate migration of rat alveolar macroidiages or 
human peripheral blood eosinophils or lynq^tK>cytes. In adcfidon, the rat MIP-2 has be^ ^wn to stimulate 
prolLferaiion of rat alveolar epidicM cells but tK>t fibroblasts. 

Current tedmiques for diagnosis of abnormalities in inflamed or diseased issues mamly tdy on 
obsermk)nofclinicalsyiiq)toms or serotogical analyses of b^ polypqddes 
30 or various metaboli t es. Problems exist with these diagnostic techni^ies. First, patients may not mani&st clinical 
synq>toms at early stages of disease. Second, serological tests do not always differentiate between invasive 
diseases and genetic syndromes. Thus, the identification of expressed chemokines is inqx>rtant to (he 
development of new diagnostic techniques^ effective therapies, and to aid in die understandiog of xnolecolar 



35 To date, chemokines have been inqtoated in at least the foHowipg conditions: psoriasis, mflammatory 

bowd disease, renal disease, arthritis* hnnmne-mediated alopecia, ^rake, encephalitis, MS, hepatitis, and others. 
In addition, non-ELR-containh^ chemokines have been in^ilicated m ^ inhibitioii of angiograesis, thus 
indicating that diese chemokines have a rule in tumor vascularization and tumorigenesis. 
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Therefore it is tibe otj ect of diis invention to identify polypeptides and nucleic adds encodii^ (he same 
vMch have sequence identity and similarity vn&i cytokioe-induced neutrophil chenK>attra(;tants« MIP-1 , MIP-2* 
and other related proteins. The efforts of this ot^ect are piovi^ term. 

56. PRO701 

Beta neurexins and neuroligins are plasma membrane proteins diat are displayed on die neuronal cell 
sur£m. Neuroliginl is enridied in synq^ldasma membranes and acts as a spl^^ 
x^urexms as described in Iditcbenko* &t al,. Cell. 81(3):43S-443 (1995). The extraceOular sequence of 
neuroligin 1 is con^sed of a cata^rtically inactive esterase domain homologoos to acetylcholinestraitse. 
Neuroligjn 2 and 3 are similar in structure and sequence to iiean>lig^ AO neuroligins contain an N*terminal 
hydrophobic sequence whli the characteristics of a deaved signal pqnide followed by a large estraiase homology 
domain, a hig^y conserved sii^e transmembrane region, and a short cytoplasmic domain. Tlie three 
neunillghisarealtensativelysplicedatihesainepositionaiid 

bhiding of die diree neuroligins to beta neurexins is observed only for beta nearesdns laddntg an ins^ in splice 
site 4. Thus, neuroligins constitute a multigene family of brain-fpecific proteins wilii distinct isoforms that may 
have overU^irig functions in mediadng recognition processes b^^veen neurcHts» see Iditcfaenko^ et al.» J, Biol. 
Chem,, 271(5):2676-2682 (1996). Moreover, ne^u^xins and neuroligins have been rqwrted as fimctioimig as 
adhesion molecules m a Ca^*^ dependent reaction diat is regulated 1^ ahemative spUdng of beta nraexhis, Le., 
seeNguyenandSudtof, J. Biol. Chem.. 272(41);26032-26039 (1997), Given the forgoing, mcoibrane 

boimd proteins are of interest Nforeg^iittany, niembraiie4x)undprotdnsandiecq>ton 
role in the f6rmati<m» differmtiatioa and maintenance of multiceltular organisms. Hie feue of many individual 
cdls> e.g., proltferation, migration, diffecentiaticm, or intexacdon widi other cells, is typically governed by 
information recdvedfirom other ceUs and/or the inmiediateeaviroimsenL This information is often trmsmitted 
by secreted polypq>tides (for instance, mitogenic fectors, survival factors, cytotoxic factors, differentiation 
factors, neun>pq}tides, and lK>imones)whidi are, in tuni, received and intocpret^ 
merobrane-bcHind prctfeins. Sudiinembrane^tomd proteins and ceUrecq»torsindude, but are not li^^ 
cytokine receptors, rec^tor kinases, receptor phosphatases, receptors involved in cdl-cell interactions, and 
cdlular adheshinK>lecules like selectins and integriiis. For instance, transduction of signals that regulate cell 
grow&aiKi differentiation is regulated in part by plK>spiioiylation of various ce Protem tyrosine 

kinases, ens^nies that catalyze fhatpnicess, can also act as grow&fs^^ Examples indudefibn^last 

growth factor recqm>r aiui iierve growdi fiuitor recq>to 

Membrane-bound proteins and recqytor molecules have various iitfiustrial ^applications, innhidfn^ as 
I^uinnaceutical and diagnostic agents. Reoqptor immunoadheshis» for instance, can be oiyloyed as ttaerapQitic 
agents to block receptor-ligand interaction. The nienibFaiie>-boimd proteins can also be e^loyed for screening 
of potential pqnide or small inolecule itihibitors of the relevant recq^Tligand interaction. 

Efforts are being undertaken by both industry and academia to identify i^, native membrane-bound 
rec^rtor protems, particularly those havh^g sequence identior aiKi/or similarity witii nairoligins 1, 2 and 3. 
Many efforts are focused on the screening of mammalian reoonibmant DNA libraries to identify tiie codistg 
sequences for novel secreted and membrane-bound receptor proteins, £xanq)les of saeening metiiods and 
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techniques are described in die literature [see» for exan^ple, Klein et al., Ptoc. Natl. Acad, Sci» S:7108-7113 
(1996); U.S. Patent No. 5,536.637)]. The results of such efforts arc provided herem. 



57, FRQ704 

VIP36 is localized to the Golgi a^^matus and the cell surface, ai^ faftloi^ tn a family nf ipgiim** Ipt^t^ 
5 homologues in the animal secretory pathway diat be involved in the traffickiag of glycopioteinSt 
glycoiipids, or both. It is forfter believed that VIP3d binds to sugar residues of gjiycosphingol^ids and/or 
gycosylphosphatidyl-inositol anchors and nright provide a link between the extracellulat/liiminai face of 
glycol^)idrafisaxKl the cytoplasinicpfotein segregation mach^ Furdi^r regarding VIP36, it is believed that 
there is a sigt^ at its C-terxninus diat matches an internalization consensus sequence whidi confers its ability 
10 to cycle between tee plasma membrane and Golg^. See, Fiedler, et al» EMBO 13(7): 1729-1740 (1994); 
Redkrand Simons, L-CeUSci.. 109(1)-^1^^^ Itis 
p believedtfaatVIP36iseitherlbesan»asorvery closely related to 1^ VIP36and/or 
J; (SP36bareofintetesL 

More generaUy, vesicular, ^tc^ilasmic,exd:acdlularandni^^ 
^5 in tiffifonnadon, differentiation and maintenance of muIticeH The fate of many individual cdls, ' 

^ ^ ■ 

e.g., prolifCTation, migration, differentiatHm, or interaction with oflier cells, is typically govemedby information 
''^ i received from o&bsr ccDs and/or &e immediate environment. This infbrmatiDn is often transmitted by secreted 

polypeptides (for instance, mitogenic fiactors, survival factors, cytotoxic fectors, differentiation factors, 
p neun^)€5)ddes, and hormones) whidi are, in turn, received and mterpretcd by diverse cell recqptors or 

^0 membrazK-boumI proteins. These secreted polype^ides or signaliQg molecules iK>nnally pass ttrou^ the 

?p - 

p ceUular secretory pathway to reach flieir site of action in tfieextracdhilarei^ 
bound receptor protein. 

Secreted protons bave various industrial plications, including use as fdiarm&oeuticals, diagnostics, 
biosensors and bioreactors. In £act, most {^tein drugs available ar i»esait, sudi as thrombolytic agents, 
25 interferons, inlerieukins, erythropoietins, colony stimulating facton, and various other cytokines, are secretory 
I»:otexns. Theirreoq)tor$, vliic^ are metnbrane^xmnd proteins, also 

agents. Receptor in mnmoadhe sins, for instaige, can be employed as therapeutic agents to blockiecqitor-ligand 

interwtion- MembraDe-boundproteinscanalsobeenqyloyedforscreenii^ofpotentiaip^ 

inhibitors ofthe relevant receptor/ligand interaction. Sudi membrane-bound proteins and cdl receptors include, 

30 butarenot limited to, cytokine recq>tor8, receptor kinases, recqytorpbo^khatases, receptors involved in celi-oell 
interactions, and cellular adhesin molecules like sdectins and integrins. Transduction of signals diat regulate 
cell growtib and diffCTcntiation is regulated in part by phosphorylation of various cellular proteins. Protein 
^sine kinases, enzymes ^catalyze that process, can also aa as growth £^ Examples include 

fibroblast growdi factor recei^r and i^e growdi fsctot recq>tor. 

35 Efforts are behig undertaken by bodi mdustry and academia to identify new» native vesicular, 

cytoplasmic, secreted and membrane-bound reenter proteins, particularly tbose having sequ^ice identity and/or 
similarity with VIF36. Many efforts are focused on the SCTeening of mannnalianrecomhh^ 
to identify the codiiig sequem^s for novel secreted and membrane-bound receptor proteins. Exanq)Ies of 
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screening m^iods and tedmique^ fbrexan5)le, Klein etal., Proc. Natl. 

Acad, Sci., ^:7108-7113 (1996): U.S. Patent No. 5,536,637)]. 



58. FRO706 

Acid i^piiatase proteins are secr^ed proteins wiudi dephopboiylate terminal phrv^h^te gtxHips under 
5 acidic pH conditions. Acid phc^batases contain a REGXRXP amiiu) acid sequence, whi^ 

mechanistically significant. Add pfaosphatases may have inyortaiit fimctiong fa the diflgnn ftifi anrf fyt>nrn[^t ^>f 
human diseases. For exanq)ie, prostata acid phosfdiatase is a secreted protein uiiiqudyeaq^ 
tissue and prostate cancer. Tlie level of loostadc add phosphatase is a p^^ 

hiocbemical controlln prostate cancer patiaits treated with tadioflierapy, as described in Lankford et al.. lot. 
10 J> Radiat. Oncol. Biol, aiivs. 38^2^: 327-333 (1997^. Researdi suggests that a ceUular immune lespcmse to 
prostatic acid phosphatase may m e d i at e destructive giitfiimn^me prostatitis, and that xenogeneic forms of 
pnstatic add fdicsphatase may prove useM for inmmno&en^ SeeFbngetal.. J.Ia3nninol. 
, 169(7): 3113-3117 (1997), Seminal prostatic acid ^diosphatase levek cnmelafft si gnifi^tiy wi'tTi vyiy low spmn 
^ levels (oligosp«mia) in hadividoals over 35, see Singji et aL, Singaoore Med. J. 37(6): 598-599 (1996). Thus, 
'^S prostatic add phosphatase has been in^licated in a varied of human diseases, and may have an inqx^tant 
\f\ functicMiindiagnosisandthera5)y of these diseases. A series of aminobenzylphosidiatic acid con^poonds are 
« highly potent inhibitors of prostatic add phosphatase, as described hi Bern et al., Bioorg. Med. Chem. 4f 10>: 
p 1693-1701 (1996), 

1^ More genraially, extracellular proteti^ play an inqxntanl role in the formation, differeotiatioa and 

maintenance of mnlticelhilar organisms. The fate of many hidividual cells, e.g., proliferation, migration* 

*i4 differentiation, or interaction wifli other cells, is typically governed by information recdved from <rther cells 
and/or the hmiKdiate environment, Thisin&rmationisoflentransnaittedbysecretedpolypqitide^ 
mitogenic factors, survival fectors, cytotoxic Actors, differentiation fectors, nearopqnides, and hormones) wbk^ 
are, in turn, recdved and interpreted by divme cell receptors or membrane-bound proteins. Tbese secreted 
25 polypeptides or signaling molecules normaOy pass throng^ the ceUuIar secretory pathway to readi tiieir site of 
anion in the extr^llular envircHiment. 

Secreted proteins have various industrial s^Iicatians, tnrhvfing pharmaceuticals^ diagnostics, biosensors 
aiKibioreactors. Mostproteindnigsavailableatpreseit, such as thrombolytic agents, im 
qyfliropoietins, colony s timulati n g factors, and various other cytokines, are secretory proteins. Their reoeirtors, 

30 vfbkk are membrane protehis, also have potential as therapeutic or diagnostic agents. Efforts axe beimg 
undertaken by bofe industiy and academia to identify new, native secreted protdns, particulariy fliose havht ^ 
sequence ident&ywfli prostate acki phosphatase precursor and lysoso^ 

cases, those having identity with DNA found in fetal heart Many efforts are focused on &c saeenipg of 
mmmnalian recombinant DNA libraries to identify the codaqg sequoKxs fiar novd secreted proteins. Exan^les 
35 of screenmg methods and techniques are described in the literature [see, for ex^ 
Acfl^t gpit^ S:7108-7113 (1996); U.S. Patent No. 5.536,637)]. 

59. PR07a7 

29 



Cadhermsarealai;gefamny oftransme^^ At least cadherias 1-13 as well as types B» 

E, EP, M, N* P and R have beea characterized. Among the fuodioos ca^iexios are koowa for. wiQi some 
excq}tk>i2S,cadhennspartu:ipateiaceUaggre^ Cadherins 
are furtber described in Tanihara, et al. . J.CdlSd , , 107(6): 1697-1704 (1994) ami Tahihara, et al, , CeDAdhes. 
ContmuBu . 2(l}:15-26 (1994). Moreover, it tuis been reported that some xneoibers of thecal 
5 are involved in ^leral ceUK^eU interactioa processes in^ See. Suznld. J. Ce^ l^forirgm . 

6l(4):531-542(1996)* Therefore, novel oKznbers of the cadherin^^ 

More generally, all novel proteins are of interest, fndnrfing membrane-bound proteins. Menibrane- 
bound proteins and receptors can pl^ an mqwrtant role in the ^ormatioii, differentiation and maintenance of 
multiceHular organisms. The fete of many mdiviitoa cells, e.g., proliferation, migration, differentiatfott, or 
10 interaction with ofeerceDs, is Q^picaHygovenied by information receive 

enviroomenL This informatim is ofiea traiismitted by secr^ polypeptides (for in 
P survival fec^, cytotoxic fectors, differentiation fectors, n£uropepti<fes, and hormoxxes) which are, in turn, 
^ recehf^edandimerpretedbydiversecenrecqrtorsormembnuic^undpro Suchmendirane-boundpiotehis 
S* and cdl recqttora include, but are not limiDed to, cytokine receptors, receptor kmases, recqitor phosphatases, 
^5 recqrtors involved in cell-cell interactions, and cellular adhesin molecules like selectins and mtegrins. For 
^ instance, transduction of signals that regulate oeQ growdi and differentiation is regulated in part by 
l^sphorylatiosxofvariouscdlular proteins. Protein tyrosine kinases, enzytoes that catalyze that process, can 
alsowrtasgrowdifectorrecQrtors. Examples indude fibroblast growth factor reoqitor and zierveg^ 
P receptor. 

Membrane-bound proteins and receptor nxilecules have various indnstrial ^^idications, mrhiAmQ as 
P pharmaceutical and diagnostic agents. Rector imnminoadhesins, for histance. can be aitfoyed as lherq»eutic 
agents to Wockrec^tor-ligand interaction. The membrane-bofund proteins can also he emplnygri fhr Rrr wming 
of potential pqitide or small molecule inhibilors of the relevant recq^/Hgand interaction. 

Efforts are being undertaken by both mdustry and academia to itkntify new. native secreted and 
25 memlmie-bound receptor proteins, particularly meni^^ The 
results of sudi efforts are provided herm. 

60. PR0322 

Proteases are enzymatic proteins v/bkt are involved in a lar]ge number of very inqyortant biological 
30 processes in mammalian and non -mamm a lian organisms. Numerous differoit protease enzymes from a variety 
of diffiaii^ mammalian and non-mammalian organisms have beea both identified and characterized, inrinHmg 
the serme proteases which exhibit specific artivity toward vario^ Ttemammaliaa 
protease enzymes pkyinq)ortam roles in biological processes 5U(^ as, forex^^ activation, 
inactivation, or modulation of peptide hormone activity, and alteration of the pi^rsical properties of protdns and 
35 en^mes, 

Ne%ux>psm is a novd serine protease whose iiiRNA is ejq>ressedm the centra Monse 
neurqpsm has been ctoned, and studies haweslwwn that it is involved m Neuropsin 
hasalsobeeuindicatedas associated wilhextracdtalarinatrixmodi See, genially. 



Chen, et al,, Nemosci.. 7(2):5088-5Q97 (1995) and CJien, etaL, J. HistocboBL Cvtocfagn„ 46:313-320 (1998). 

Efforts are beiqg uadartalcHi by botfa ipdustiy and acadftmia to identic new, native mexnbrai^ound 
orsecr«ed proteins, particdarly those havinglKj^ serine protease, leurosin and trypsinogen. 

Many efforts are focused on die screenii^ of manmiaHan recomWnant DNA libraries to identify the coding 
sequences for novel secr^ and membrai»-bound receptor proteins. Examples of screenii^ mediods and 
5 tedmiquK are described in the literature [see, for exan^>le, Klein et al., Proc. Natl. Acad. Sci„ 21:7108-7113 
(1996); U.S. msDt No. 5,536,637)]. 



61. PRQS26 

10 Protein-protein interactions include diose involved widi recq>t0r and andgen complexes and signalipg 

^ mechanisms. As more is known about the structural and funcdonal meehanisms underlying protein^rotcin 
^ interactions, i»otein-piotein interactions can be more easily mnntpiiafp^ to regulate the particular result of flie 
V protein-protein interaction. Tluis, the UIKle^tyi^g mechanisms of protemi)rotemin(^^ 
the sciaitific and medical community. 

f|5 An proteins containing leucme-rlch repeats are thought t^ 

^ Leucme-rich rqieats are shortsequencemotifs present manumber of proteins wilh div^se fonrtions and cellular 
J locations. The crystal structure of ribonudease hihibitor protein has revealed ti^at leucine-ricii repeats 
g correspoi^ to beta-alpha structural units. Iliese units are artai^ed so that they form a paraUel beta-sheet 
1^ one surfeceeaposed to solvent, so dia the protein acquires an unusual These two features 

^ have been hidicated as i esponsible for the ptotdnrbmdimg fonctions of protenis contahjing leudne-rich xepeacs . 
^ See. Kobe and Deiserihofcr, Trends Biochem. Sci.. 19(10):415-421 (Oct 1994). 

A study has been reported on teicine-ricfa proteoglycans which serve as tissue organizers . orieaitiig and 
orderipg collagen fBirils during ontogeny and are mvolved in pathological processes such as wound healing, 
tissue TCpak, and tumor stroma formation. lozzo, R. V., Crit. Rev. Biochem. MoL Biol .- 32(2):141-174 
25 (1997), C)thers studies m^)llcating leucine rich proteins in woun^ 

etal., Vottv. Rev. Fr, npim>l (Germaiy), 37(4):215-222 (1995), r^rting mutations m the leucfateridinK^ti^ 
m a con^ilex associated widi the bleedipg disorder Bemard-Soulier syndrome, Chlemetson, K. L, Thromb. 
IfeSB^ (Germany), 74(1):111-116 guly 1995)> reporting tfaatpkielets havelfflianftrirfi n^v^flfg smA PitrKifthti, 
E. I., et al., WO9110727-A by La Jolla Cancer Research Fdm^ation rqjorting that decorin bmding to 
3 0 tiansfomuag gro wdi fectorp has hivolvemeitt in a treatment for cancer, wound healing and scarring. Related by 
function to Ais groi? of proteins is flie insulin like gro wfii factor (IGF) , in fliat it is useM hi wound-heaHng and 
associated therapies concerned with re-growdi of tissue, such as connective tissue, skm and bone; in promoting 
body growdi in humans and animals; and in stnnulatiog other growth-related processes. The acid labile subunit 
(AI5) of IGF is also of interest in that it hKaeases the half-life of I(5F ^ 
35 ALS is further described hiLeong and Baxter, MoL Endocrinol .. 6(6):870-876 (1992); Baxter. J.Biol.CbenL . 
2d4(20):11843-11848 (1989); and Khosravi, et al., J. Clhi. Endocrinol. Meteh .. 82(12):3944-395i (19^. 

Anodierprotein^»duchhas been reported to have leucme-^ 
reported to be usefol ux treating nwiro-degenerative diseases sudi as Alzhehner's disease, nerve damage sudi 
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as in Parfciijson's disease, and for diagnosis of cancer, see, Artavanistsakonas, S. and Roflifaerg, J, M., 
WO9210518-A1 by Yale UniveEsi^. Also of interest is UG-l, a membraz^ glycoprotein that is espiessed 
specifically in glial cells in the mouse hrain, and has leucine rich repests and inmnmoglobulin-Iike domains. 
Snzuld. etaI..J.BioLC3iem.aJ,S.). 271(37);22522(1»6). Other studies iqwrting on Ihebfologualfu^ 
ofproteins having leucine rich repeats UKjlude: Tayar> N.. etaL. MoL CellRidocrinoL . flrelandV 125(l-2):65- 
5 70(I>ec, 1996) (fflxo^tropin receptor involvemem): Miura. Y,. et al„ Nippon Rinsbo (Japan>. 54Cni 1784-1789 
(July 1996) (qpoptosis involvenmt); Harris, P. C, et al,. J, Am, Soc. Nephrol. , 6(4):1125-1133 (Oct, 1995) 
(kidney disease involvetx^). 

E^rts axe therefore beiog undertaken by bo& industry and a/^^HAmift to identify new proteins having 
leucine rich repeats to bett^imderstandprotein'froteinim Of particolar interest aze&ose proteins 

10 having kucuie rich rq^eats and identity or similarity to 

Many efforts aie focused on the screemng of mammalian recombinant DNA lihrades to identify die coding 
sequences for novd secreted and mmbraae4)oundproteh]s having io^^ Exan^les of screening 

methods and techniques are described m die literature [see, for exanq)le, Kleins al., Proc. Nad, Acad. ScL. 
V| 91:7108^113 (1996); U,S. Patent No. 5,536,637)], 
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62, PROS31 

Cadherins are a large family of transmembrane proteins, Cadherins oonqirise a family of calcium- 
^ depemSeot glycoproteins diat functi<m in mediadng cell-cell adheskm in virtually all solid tissues of multicellular 
3 organisms, AtleastcadherhK l-13as weUasQT)esB, B, EP,M, N, PandRhavcbeencharacteriz^ Amoug 
^ the functions cadherins are known for, widi some exceptions, cadherins participate in cell aggregation and are 
p associated widicell-odl adhesion sites. Recent^, it has been reported that while aH cadherms share multiple 
rq^eats of a cadlKrin specific motif believed to ccMrespond to fol^ 

cadherin st5)erfennly have daiveigentstnictures and, possftly,fu^^ In particular it has been reported diat 
members of die cadhexin superfamily are involved in signal transdncdon. See, Suzuta, J, <^][! pi^ K^hi^ ^ 
15 61(4):531-542 (1996). Cidterins arc farther described m Tanihara, et al., L CeP ScL , 107(6): 1697-1704 
(1994). Aberie, et al„ J. Cril Biochem.. 61(4):514-523 (1^ and Tanihara. et al.. Ceil Adhcs r^nnm^m 
2(1):15-26(1994). 

ProtocadhOTnsareinembersofdiecadheiin8i5)CTfimi^ Jn, 
some studies, protocadfaerins have shown cell adhesion activity. See, Sano, et aL, EMBO J„ 12(6):2249-2256 
(1993), However, studies have also shown diat some protocadhetins, such as protocadherin 3 (also lefened to 
asPcdh3orpc3),donotfihowstnmgcalchimdepeiKientce^ See. Sago. etaL. Genomics- 

29(3):631-640 (1995) for diis study and further characteristics of Ptdh3. 

Therefore, novel nwmbersofdiecadherinsoperfemily are of hiierest. More generally, all membrane- 
bound protems aod receptors are of mterest. Such proteins can play an inqportant role in die formation, 
5 differentiation and mafmenance of multicelhdar organisms. Thefateofmany individual cells, e,g.,proIi&ratlon, 
migration, differentiation, or mieraction with odicr ceDs, is ^icaUy govenied by infonnation recdve^ 
other cells and/or the immediale environment. This mfomiatian is often transmitted by secreted polypeptides 
(for mstanoe, nritogpnic factors, survival factors, cytotoxic feccors, differentiation fiactors, neuiopeirtides, and 
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hormones) ^x^uch aie, in turn, recdved and interpreted by^diverse cell receptors or membzsne-bouiKi protdns* 
Sucb membraxie-bomid proteins and cen recqitors indiK^ recq^r 
kinases , wceptai ptosphatases , recqitors involved in ceU-cell imeractioiK , and cdlular adbesin moleodes like 
sdectins and integrins. For instance, transduction of signals tbat regulate cell growth and differentiatioii is 
regalaledinpartbyphospiu)ryMoaofvaiiousceIlu2arproteins. Protein ^rosine kinases, enzymes that catalyze 
5 that process, can also act as growth factor receptors. Examples inchide fibroblast growth factor receptor and 
nerve growth &ctor recqnon 

Membrane-bound proteins and receptor molecules have various industrial applications, inpJnHm^ as 
phannacoitical and diagnostic agents. Receptor irnminxwdhesins, for fnstame^ can be employed as iherq)eatic 
agems to block receptor-ligand interaction. The membrane-bound protdns can also be enjoyed for scieenii^ 
10 of potiKitial pq)tide or small molecule inhibttors of the relevant leceptoryiigand ^ntmctiffn 

Efforts are tiierefore being undertaken by bc^ industry and ar^^t^ii* to identify new, native membrane 
bound proteins, particular those having sequence identity w^ Manyefifbrts 
Q are focused on the screenipg of mammalian recombinant DNA libraries to identify the codii^ sequences for 
novd membrane^bound proteins. Provided herein axe die results of such efiforts. 

G. PRQS34 

Protein disulfide ison^rase is an ^izymatic protein whidi is involved in the promDtion of ooirect 
M refoidnigofproteinsthxou^ die establishment of correct disulfide bon^ Protein dmilfideisonKrase 

W2s initially identified based upon its ability to catalyze die reoaturatkm of reduced denatured RNAsc 
(Ooldbereer et aL. J. Biol, Chem. 239:1406-1410 (1964) and Epstein etal.> Cold Soring Harbor Svmp- f>ii«nt, 
U BioL 28:439-449 (1963)). Protein disulfide xsomecase has been shown to be a resident enzyme of flie 
endoplasmic reticulum which is retamed in the endoplasmic r^culum via a -KDEL or -HDEL amino add 
sequence at its C-tenninus. Ptotein disulfide isomerase and related pn)teins are ftiriherdesc^ 
et al., J. BioL Chem.. 270(47:28006-28009 (1995); Jeaies, et al.. Gene. 193(2):151-156 (1997; Koivunen, et 
25 al„ Genomics. 42(3):397-404 (1997); sal Desilva, « al., DNA an BioL . 15(1):9-16 (1996). Hiese studies 
mdicate tl^ insportance of the identification of protem disulfide related proteins. 

More generally, and also of interest are all novel membrane-bound proteins and leceptors. Such 
protdns can play an inqwrtant role in tiie formation, differentiation and maintenance of multicellular organisms. 
The fate of many individual cells, e.g., proliferation, migralion, differentiation, or interaction wi& other cells, 
30 is typically governed by information received from oflier cdls and/or tiie ttmn^iatfi environmait. Hiis 
information is often transmitted by secreted polypeptides (for instance, mitogenic &ctors, survival &ctors, 
cytotoxic fEtctors, difierentiatKon factors, neuropeptides, and hormones) which are, in aim, received and 
interpreted by diverse cell recq)tors or membcane-bound protems. Such membrane-bound proteins and cell 
receptors include, but are not limited to, cytokine receptors, recqnor kinases, recq>tor phosphatases, receptors 
35 involved in cell-cell interactions, and cellular adh^tn molecules like selcctms and integrins. For kistam^e, 
transduction of signals that regulate cell growth and differentiation is regulated hi part by phosphorylation of 
various cellular proteins. Proteintyrosniekmases, enzymes diat catalyze (hat process, canals 
factor receptors. Exan^les mchide fibroblast growtfi fector recepU)r and nerve growth factor receptor. 
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Mcmbiane-bound proteins and recqrtor molecules have various industrial plications, ^nrJllHTng ^ 
pharmac e ut i c al and diagnostic agents. Receptor innmmoadhesins, for instaittc> can be ciqrtoyed as ttoqpeutic 
agents to Uo(±iecq)tor-Ugandinleractioa. Theniembrane-boundpioteiiKcanalsobeen^iloyedfo^ 
of potential peptide or small molecule inhibitors of (be relevant receptor/ligaDd intenK^tion. 

Given the in^rtaace of membrane bouiKi proteins , efforts are under way to identity novel monbrane 
bound proteins. Moirover.^ven the inqwrtance of disulfide bond-fonningenzy^ 
a number of different aK>lications. for exan?)Ie in mcreasing the yield of correct lefoldi^g of recombinantly 
produced proteins , efforts are currently being umiertatei by both industry and academia to identify new , native 
jw^ins having sequence identic with protdndisulfi^ Many of these efforts are focused oa the 

screemng of maniTnafian recombmant DNA libraries to identify die coding sequences for novd protein disulfide 
isomerasehomolDgs. We herein desaibe a novel polypqjtide having sequence iden% ^ 
isomerase and the nucleic acids enpri Hm^ the same. 



64. m0697 

S Secreted frizzled related proteins (sFRPs) are related to the fiizzledfamfly of transmembrane recqrtors. 

^ The sERPs are ^roximatdy 30 ia>a in size, and each contains a imtative signal sequence, a fiizzled-like 
g <7Steine-rididoinain, andaoMiservedlQrdrophlliccarbojQr-te^ tt has been reported that sFRPs 

M: may fanction to modulate Wnt dgnalii^g, or fmction as Hgands fOT Rattner, ^ aL, PNAS 

1^ USA, 94(7):2859"2863 (1997). Therefore, sFRP^ and proteins havipg sequttK:e identier an^ 
p sFRPs are of interest. 

^ Another secreted protein of interest is any member of the femiiy of secreted ^ptosis-related proteins 

p (SARPs). ExpressionofSAIUPsmodifiesfheintracdhilarlevebofbeta-catenm^ 

H with the Wnt-ftizzledprotemssignalingpatbway. MdkanvaiL et al,, PNAS USA. (1997). 
Therefore, SARPs and proteins having sequm?e idaitity and/or shnilarify to SARP^ are of interest. 

InadditiontosFRPsandSARP&,manyextracelhilarproteimareofinter^ Extracdhilarproteinsplay 
25 an mpoxtm role in the formation, diflfer^itijdon and mamtenatice of muBicelhilar organisms. Thefeleofmaiiy 
individual cells, e.g., proliferation, migration, differeatiation, or feteraction with other cells, is typically 
goveniedbyinformationreceivedftomotha-cellsand/orthehnmediateenw ^jj^g^^^jj^jj^j^^g^ 
transmitted by seaeted pofypeptides (for instaiuse, mitogenic factors, survival factors, cytotoxic factors. 
diffCTcntiation factors, neuropqrtides, and hormones) whidi are, in turn, received and interpreted by diverse cell 
receptees or membrane-bound proteins. These secreted polyp^tides or signaling molecules normafly pass 
through the ceUular secretory pa&way to reai^ their site of action 

Secietedproteins have various industrial ^pp&csskm, iiK*Klmgpiiarmao«iticaIs, diagoosticB, biosensors 
andbioreactois. Mostproteuidrugs available at prcscm, such as flirombofytic agents, hi^^ 
erythrppoietms,colony8tiniulating factors, and various otto Their receptors, 

35 which are inembrane litems, also have potential as tJier^)^^ 

Efforts are beuag under ta ke n by both industry and academia to identify raw, native secr^ proteins, 
particularly those having sequence identiQr or sunilarftywit^ Maiiy efforts are focused 

on the screcnigg of mamma] fa n reconabinant DNA libraries to identify flie codmg sequences for novel secr^ 
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proteins. Exaaq>Iesofscreeaii^ methods and tedmi^^ 

et aL. Proc. Nad. Acad. Sci.. ^:7108-7113 (1996); U,S. Patent No. 5,536.637)1- 



5 65. EEQZiZ 

EfTorts are being undertaken by bodi Industiy and ftn^PTni^> to identify new» native transmembrane 
receptor pioteins. Many efforts are focused on the screening of mftmmaitsm recombinant DNA Uhraries to 
identify the coding sentences for novel rec^ytor proteins. The results of such efforts are provided herein. 

10 66. PR0731 

Cadherins are a large &nuly of transmembrane protdns. Cadherins con^rise a family of caicium- 
^ dependent glyccproteins fliat fimdion in mediatiog cell-cell adhesion in virtually all solid tissues of multicellular 
^ organisms. Atleastcadherhis l-13aswdIastypesB,E,£P,M,N,PandRhavebemcharacterized. AuKmg 
^ the functions cadhmns are known for, widi some excei^ns» cadherins participate in cell aggregation and are 
^ associated with ceii-ceU adhesion sites. Recently, it has heen repnrfed thnt TwhiTft all fiflHhffritvQ jth^ty miltiple 

r^»eats of a cadherm specific motif bdieved to corre^>0£Ld to foldo^ of 

cadhermsiq>er£emsily have diveigem structures and, poss^ In particular it has been reported that 

members of the cadherin sysper&axoly are involved in signal transduction. See, Suzuki, J. Cell Biocfaem. . 

P 61(4):53I-542 (1996). Cadherins are further described m Tamhara, et al.. J. CeH Sci .. Iff7(6):1697-1704 
(1994), Aberie, et J. CeM Biodiem. . 61(4):514.523 (1^ and Tanihara, ^ al„ CeU Adbes, Commim. . 

P 2(l):i5-26 (1994). 

Protocadherins are menibers of the c^lberin super&miiy Jn 
some studies, protocadherins have ^wn c^ adhesion activity. See, Sano, €i al., EMBOJ ., I2(6):224S>-2256 
(1993). However, studies have also shown that sonie protocadherins, suc^ as protDcadherin 3^ 

25 asPcdh3orpc3),donotshowstroi«calchraidependaitcenaggr^ See. Saeo. et al, . Genomics. 

29(3):631-^ (1995) for ftis study and further characteristics of Pcdh3. 

Therefore, novel n[iembeis of the cadherin super&ni^ are of intere^ More generally, all membrane^ 
bound proteuis and receptors are of interest Such proteins can play an mqxsrtant role in die formation, 
differentiatioa and mafntenanre of multicellular organisms. Hie fate ofmanyiiuiividual cells, e.g«,proIifexation» 

30 migration, differentiation, or interaction with other cells, is ^ically governed by hiformation received &om 
other cells and/or the irmnediate enviromx^nt This inforination is often transmitted by seethed polypeptides 
(for instance, mitog^iic factors^ survival factors, cytotoxic factors, differentiation foctors» i2europq)tides, and 
hormones) are, in turn, received aiul interpreted hy diverse cell receptors or mcmbrane-b<MnKi prcfteins. 
Such membrai]»-bound proteins and cell rectors include, but are no t limited to, cytokiite receptors , receptor 

35 kinases, receptor phosphatases, receptors involved in ceQ-cell inter^ons, and ceUular adhesM molecules like 
selectins and inte^grins. For instaiK:e, transducdon of signals that regulate cell growdi and diffexentiation is 
regulated in part by phosphorylation ofvarious cellular proteins. Proteintyrosine kinases, eorymes that catalyze 
that process, can also act as growfli factor receptOTs. Exan^Iesindudeffljroblast growth foctor receptor and 
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nerve growth factor receptor* 

Membrane-boond proteins and receptor molecules have various industrial ^>piicatxans» inchidipg as 
I^iarmac^cal and diagnostic agttits. Receptorimnnmoadhesins»forimtaiK:c,canbeexzq>Ioyeda$tfaerap^c 
agoits CO block recqytor-ligand interaction. The membrane^bound proteins can also be employed for Rci iewring 
of potential peptide or small xxu>lecule inhibitors of the idevant imptoi/iigaiui inti>rqr^. 
5 Efforts are therefore being undertaken by both industry and aca^mia to identify native membrane 

bound proteins, particular those having sequeoce ^entity with pn^ 

5. Many efforts are focosed on fee screenipg of mammalian recombinant DNA libraries to identify the coding 
sequences for novdmenibrane^bound proteins. Provided herein are the results of such efforts. 



10 67, PR0218 

Efforts are beicg undertaken by both industry and flrftrfftmig to identify new, native membrane bound 
protdnSy particular^ those having sequence identity with m^nbrane regolatar proteins. Mai^ e£fort5 are 
focused on the screening of mannnalian recombinant DNA librari^ to i&ntify the codmg sequences for novel 
receptor proteins. 
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68. EBQM 

llie ini^dns compnse a st^etgene fionily of cdl-svtrfiace gly^^ 
adhesion. EadioeU has numennisiec^torsfliatdeGnB its cdl adhesive c^^^ Inte^rins are iovolved in 
aw^vane^ofinteracd(nibetwe»iceI]saiidotherceiteorniatrixc(m;x>i^^ The integrinsaie of particular 
importance in tegulating movement and fanctkm nf irnnrnift sysftm wlh The platelet rrh/TTTA inlegrin couqplex 
y is of particular importance hi regulaling platelet aggr^tion. A member nf the tntegrin family , "i^ffgrin P-6. is 
e?qiressed oa q)itheM cells and modulates epidielial infianmation. AnoS^ integrin, I^icocyte-assodated 
antigen-l (EJ'A-I) is in^rtant in the adhesion of lynqihocytes during an immnTw* fesponse« 

Of particular interest is H36-alpha 7, an integrin a^iha chain that is developmentally regulated during 
25 myogpnesis as described m Song, et al„ J. CeU Biol.. 1 17(3):643^7 (1«2), The ejpes^ pattern of ttie 
laminin-bhidlng alpha 7 beta 1 integrin is develqpmaitally regulated in skeletal, cardiac, and smoc^ musde* 
Ziober, ^ al., Mol. BioL Cdl. 8(9):1723-1734 (1997). It has been reported diat expression of the alpha 7- 
XI/X2 integrin is a novel medianism (hat regulates receptor afSnity states in a oelI-q)ed& context and m^ 
niodulateintegrixKiependent events duriiig muscle devetopmentan^ 1^ Hhasfurdierbeenrqiortedthat 
30 lamfnins promote die locomotion of skeletal myoblasts via die a^ha 7 integrin receptor. In particular it was 
reported that alpha 7 beta 1 receptor can promote myoblast adhesion and nx>tility on a restricted number of 
laminin isofbrms and may be important in myogenic precursor recruitment during regeneration and 
diffCTendation. Yao.etal.. J.CellSci .. 109(13);3 139-3 150 (1996). Spliced variants of integrin a^ha 7 are abo 
described in Leung, ct aL, Biochem. Bioohvs. Res. Crommm .. 243(l):317-325 (1998) and Fomaro and 
35 Lai^guhK), Matrix BioL. 16(4): 185-193 (1997). Moreover, it has been rqxirted djat absence of integrin al{Aa 
7 causes a form of muscular d^trophy. Thus integrins, particulariy those related to integrin 7 and related 
molecules, are of interest 

In addition to the interest of integrinst more generally, aO monbrane-bound proteins and receptors are 
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of interest since such proteins can play an important role in ti£ formatioii, differentiation and mutntmnrv^ of 
multicellular organisms. The fete of many individual cells, e.g., pioliferatian, migration, differentiation, or 
interaction with other cells, is typically govenjed by infoniiation reodved 

environment This information is often transmitted by secreted polypqrtides (for instance, mito^nic fectors, 
survival factors, cytotoxic factors, differentiatlQn factors, nrarapeptitks, and honnones) wluch are, m turn, 
5 receh^edandint^pretedbydiverseceUrecq^rsorinembraite-boundpro Suchmembranfr-boundproteins 
and cdl recqrtors include, but are not limited to, cytokine r6ce|m)rs, receptor kinases, receptor phosphatases, 
receptors involved in cell-cell intezsctions, and cellular adhesin molecules like selectins and integrins* F6r 
instance, transducticm of signals that regulate cell growOi and differentiation is regulated in part by 
phoqtorylatian of varknisceDular proteins. Ptotein tyrosiiie Meases, enzymes tiiat catalyze that process, can 
10 also act as grow&fector receptors. Exanq)lesmdude fibroblast growth factor reoq)toran^ 
receptor. 

O Metnbrane-bomid proteins and receptor molecules have various in^istrial {plications, iocduding as 

^ pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instam^^caiibeen^^loyed as tfaerjpeutic 
^ agents to block receptDr-ligandinteractioii. The meinbrane4}ound proteins can also be €s:9loyed for soeenm^ 
^ of potential pq)tide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Therefore, efforts are beiQg undertaken by both industry and academia to idoitify new, native receptor 
¥1 protems. Many efforts are focused on &c screempg of mammalian reoombmant DNA libraries to id^iti^ the 
coding sequcjTOs for iwvel receptor protdns. The results of sudi efforts, particularly those focused on 
0 ideotifyu^ new polypeptides havhig sequaioe identic wife int^grins, are provided herein. 

q morn 

^ Testican is anrolt idom ai n testicular proteoglycan xrtiicfa is e^pressedinmmerous tissue types including, 

but not limited to neurommcular tissue, die l^ain and reprod^ Testican tesembles modulators of 

ceU sodal behavior such as the reguladon of cdl ah^.adtesion,mig^ {B<mnet,F.et 

25 ai., I BioL (aem,> 221(8):4373 (1996), Pferin, LP. a al., ^ (Switzeriand), 7Q:191 (1994). AIM. P.M., et 
al, Eur. J, BiQchem,, 214(1):346 (1993), Chaibonnier, R, et al., C, R, Seances Soc. BioL Ffl. (France), 
191(1): 127 (1997)]. Amoiig other reasom, since testican hashes implicated hi iseuranal processes and 
be associated with fee growth of connertive tissue, testican and related molecules are of mlerest 

More generally, all extracellular protehis are of interest. Extracellular proteins play an inqiortant role 

30 in the formation, differentiation and mnhtffmance of multicelluiar organisms. The fete ofmanyiiKUvidual cells, 
e.g., proliferation, migratioii, differentiation, or mteractionwidi other cells, is typicaUygoverx^ by ^ 
received finoni(^ier cells and/or the hnuMdiate environment This information is often transmitted by secreted 
polypeptides (for instance, mitogenic fectors, survival fectors, cytotoxic fectors, differentiatioa fectors, 
neuropeptides, and hormones) which are. hi turn, recdved and interpreted by diverse cell receptors or 

35 membrane-bound proteins. These secreted polypeptides or signaling molecules normally pass tiirou^ the 
ceUuIar secretory pa&way to reach d^ site of action m the extracdlular en 

Secreted proteins have various industrial ^licatkms, mrriivth^p^^mnacfiiTtfculft^ diagnostics, biosensors 
andbioreactors. Most protem drugs available at presents such as tfarombQlytic agents, interferons, mte riwiViTiff ^ 
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erytfarppoietins, colony srimiilatfng &ctois» and variom other cytokines^ are secretory prptdns, Ilieirrecqtors, 
wMdi are membrane proteins, also have potential as &en$)eutic or diagnostic agents. Bfiforts are being 
undertakenhy bodi industry and acadenik to identify Many efforts are focused 

on the screening of mammalfan recombinant DNA libraries to identify die oodipg sequences for novel sealed 
proteins, £xan^)les of screening methods and techniques are described in t^ 
5 etal., Proc. Nad. Acad, Sd.. 93:7108-7113 (1996); U.S. Patent No, 5,536.637)]. The results of sudi efforts, 
particularly those focused on identifyu^ molecules havii^ identic an^ 

70. )P3RQ7?3 

T1/ST2 is a recq)tDr-like molecule homologous to fbt Qpe I iitferieukinrl receptor, believed to be 
10 mvolved in cell signalmg. The T1/ST2 receptor and/or putative ligands are further described in Gayle, et al., 
J. BioL Cfaem.. 271(10):5784-5789 (1996). Kumar. etaL. J, BioLChem, . 270(46):27905"27913 (1995). axxl 
0 Mitcham, et al., J. BioL Chem„ 271(10):5777-5783 (1996). The^ proteins, and ptoitins rdated tfier^ are 
^ of interest. 

More gei^ally all membrane-bound proteins and receptors are of h^^est since iSbssy can play an 
^ important role in the formatfon^ diiYereniiatiQn and mai'i^g^iatw mitlriry^l^ilflr ff rganknig Thefiateofmai^ 

individual cells, e.g., proliferation, migration, diffo^itiation, or hiteraction with otiier cells, is typically 

governed by in&xxinationrecdved&oniodiercdl&aiKl/or the inimedi^ This intomation is often 

^ transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, cytotoxic fEtctors, 
P diffiacgitiation factors, neuropeptides^ andhommnes) which arc^ tn tnm, rer^piwd anri fnfffr pyyff^ ^ry divmf rril 
^ receptors or membrane^xHmd proteins. Such men3hrane4ioundpn>t)»nsaiKlcdl receptors ixudude,!^ 
p limited to, cytokine receptors, receptor kinases. reoe|tfor phosphatases, recurs involved in cell-cell 

interactions, and cettular adhesm nu)lecules like sdectins and integrins. For instaiKre, transduction of signals 

diat regulate cdl growth and differentiation is regulated in part by phos^ 

ProteinfyrosiiKkinases, en^mes that catalyze tiiatpn)cess, can also Examples 

25 ii:K:lude fibroblast growfli factor recqitor aai nerve growth fector receptor. 

Membrane-bound proteius and receptor molecules have various industrial ^licaticms, iocludiog as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for Instance, can be em[tf oyed as tiierapeutic 
agents to block receptor-Iigand interaction. Tlie membrane43oundprote!t^ can also be employed for screempg 
of potential peptide or small molecule inhibitors of die relevant receptor/ligand interaction. 

30 Efforts are being undfrfakm by both industry and aca dem ia to identic new, native receptor proteins. 

Mai^ efforts are focused on the screeniog of TUfimmaiifly^ recombinant DNA libraries to identify the coding 
sequences for novel recqjtor proteins. The results of such efforts are provided herein. 

71. PR0162 

35 Pancreatitis-associated protein (PAP) is a secretory protein that is overe^qxressed by the parKsreas during 

acute pancreatitis. Serum PAP concentrations have been shown to be abnormally high in patients with acute 
pancreatitis, Pezzilli etal.. Am. L GastroenterpL. 92(10):1887-1890 (1997). 

PAP is synthesized die pancreas due to pancreatic inflanmiation and has bee^ 
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serum marker for injury of flie pancreas. In addition, serum PAP levels appear to stron^y correlate with 
creatinine dearanoe measurements. In patients widi a pancreas^ddney transplantation* PAP may prove to be 
a mefW biological atrfhistotogicalmaricer of pancreatic graft r€^^ Van der Piil ct al.. Transplantation. 
€3(7):995'l0O3 (1997). Further, PAP has been shown to be useful in screening neonates for cystic fibrosis. 
In fsct, PAP may discriminate cystic fibrosis neonates with better specificity flian the niTrenf nmn^ imnTmrtTvy 
5 trypsis assay. Ibvanna et al., C. R. Acad. Aci. m. 317^6^:561-564, 

Secreted proteins such as PAP have various industrial plications, nffiinHtng phflrmflrffptjf^ip 
dia£iK>stics» biosensors and bioreactors. Most protein drugs available at {absent, such as thrombolytic agents, 
interferons, interleukins, eryttm^ietins, colotiy stimulating factors, and various odier cytoldnes, are secretory 
pr««dns. Their recq>tors, which are membrane proteins, also have potential as tha^)^ 

Efforts are being undertaken by both industry and to identify new, native seethed proteins. 

Many efforts are focused on the screening of mammallfln recombinant DNA libraries to identify die coding 
sequences for novel seoeted protdns. Exanq)les of screening methods and techniques are <fescribed m the 
literature [see, for example, Klein et aL, Proc. Nad. Acad. Sci., 21:7108-7113 (1996); U.S. Patent No. 
5,536,637)]. The results of sudi efforts are presented hereiou 

72. yRQ788 

Anti-iicc^lastic urinary protdn (ANUP) was identified as flie major protein present in a fiaction of 
human urine wUch exhibits antq>roliferative activity against human tun^ 

of several normal diploid cell lines or tumor cells of mouse or hamster osi^ Sloane et aL, Biodiem. L. 
234a):355-362{1986). 

ANUP is a unique cytokine that has been fo^ in human granulocytes. The N-terminal amino add 
sequence has been shown to be unique. A synflieticpqjtideconBsponding to tiie first nii» residues, widiCys 
at positions 4 and 7, was found to be an anti-tumor agent in vitro. Ridge and Sloaitt, (^itirnft^ 8(l):l-5 (1996). 

Secreted proteins sudi ^ ANUP have various industrial plications, including pbarmaceudcals, 
diagncffitics, biosensors and bioreactors. Most protein drugs available at present, sudi as thrombolytic agents, 
interferons, interleiMns, erythropoietiiB, colony stimulating fectors, and various other cytokines, are secretory 
proteii3s* Hieir receptors, which are membrane proteins, also have pntentifll fhprap<nirir nr Hiagnn cri^ pg*^^f 
Efforts are being undertaken l7y both industry and acad^nia to identify new, native secreted proteins. Many 
efforts are focused on ti» screening of mammalian recombinant DNA libraries to identify rhe «vKng nfr^v^r^ 
for iK>velsecr^ed proteins. V^rsmn^ipit crKwimg mAthriHy tP^t^^^^p.^ di'qnibed in the Hteniturc [sec, 
for example, Hein et al., Proc. Natl. Acad. Sci,. S:7108-7113 (1996); U.S. Patent No. 5.536,637)]. 

73. PROtOOS 

Dlckkppf-1 (dkk-1) is a member of a femily of secreted proteins and funcdons in head hiductlon. Dldc-l 
is an taducer of Spemann organizer in an?)hibian embryos. Glinka, et al., Nature. 391(6665):357-362 (1998). 
Dkk-1 is a potent antagonist of Wnt signalling, suggesth^g diat disk genes encode a femily of secreted Wnt 
inhibitors. Hxus, dkk*l £gtmily members and related mniec^ii^ are of inteic^ 
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More ^neraDy, all extracellular proteins are of interest siiKe tbey can play an inix)rtant lole in the 
foimatiott. differentiation and maintenance of miTlHcelhilar organisms. Tbs fete of many indivldnal cells, eg., 
proliferation, migration, differentiation, or imeraction with o&er cdls, is 
received fiom otto cells and/or the immediate environm^ llus jofoijjjafiQnisQf^ 
polypeptides (for mstaoDe. mitQgenic fiBctors, survival fectors, cytotoxic factors, diflferentiadon factors, 
neuropq>tiite3, and honmrffis) ^ch are, in turn, received and kiterpreted by diverse cell receptors or 
memhrane-bound proteins. These secreted polypeptides or signaling molecules normally pass ihrou^ the 
cellular secretory pathway to readi ttieir site of action hi the extracellular environment. 

Secreted protems have various hidustrial {plications, indudii^ pharmaceuticals, diagnostics, biosensors 
andbioreactora. Most proiehi drugs available at present, such as thrombolytic ageart^ 
erythn^poietms, colony stimulatiiig factors, aid various otto Their receptors, 

^Kiiidi are meanhrane proteiiis, also have potent!^ 

Efl&)rCs are beii^ undertakrai by both hKhistiy and academia to i^ 
2 particularly fliose related to dkk-1. Many efiforts are focused on the screenmg of imrrnnfliian r^rnh mimt ny^ 
libraries to identify tiie coding sequences for novel secr^ protdns. Examples of screoihig methods and 
techniques are described m the literature [see, for exanq>le, Klemetal., Proc> Nad. Acad. Sci.. ^:71(B-7113 
(1995); U.S. Patent No, 5,536,637)]. The results of such efforts to idwitify molecules related to dtt-l are 
provided herein. 
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74. PRO1012 

Protein disulfide isomerase is an emymatic protein which is involved hi the promotion of correct 
lefoldh^gofprotdnsfliroughtheestablishmaitofcorre^ Protein disulfide isomerase 

was fautially identified based iqxm its abiUty to catalyze the renataration of reduced denatured RNAse 
(Goldberger etaL, jf. BiQ^Chem. 239:1406-1410 (1964) and ^steinct al„ Cold Spring Haiter Svmp. <^ ifl|ff , 
Birf. 28:439-449 (1963)). Protem disulfide isomerase has been shown to be a resident enzyme of Ae 
25 endoplasmic reticulum ^rfiich is rmmed m the endoplasmic reticulum via a -KDEL or -HDEL ammo add 
seqaaiceatitsC-terminus. Protein disulfide isomerase and related protemsar^furdw^ 
et al., LfiisjL^OTL, 270(47:28006-28009 (1995); Jeenes. et al.. fi^, 193(2): 151-156 (1997; Koivunen. et 
al.. qcnoynics, 42(3):397-404 (1997); and Desflva. et al., DNA Cell Biol. . I5(l).-9-16 (1996), These studies 
indicate the in^rtaiKeof the identification of protem disulfide related protems. 

More generally, the identification of all extracellular and metxibrane^xmndproteizis is of interest smce 
fliey play hnportant roles hi the formation, differentiation smA mfllnrwiflTT^ f>f multicellnlar organisma. Thefete 
of many mdividual cells, e.g. , proliferation, migration, dififeraitiation, or mteraction with other cells, is ^ically 
^verned by infonnation received firom other cells and/or the unnttdiate^^ This information is often 

transmitted by secr^ poIypq>tides (for mstance, mitogenic factors, survival fectors, cytotoxic fectois, 
35 differentiation factors , neuropeptides, and hormoitts) which are, m tum» received and hiterpreted by divose ceU 
recq>tor8 or membrane-bound proteins. These secreted polyp^tides or signahng molecules normally pass 
dmju^ die ceOular secretory pathway to reach their site of action in the extraccflular cnvironmait, usually at 
a membrane-bound recqilor protein* 



30 



40 



10 



Secreted proteins have various industrial applications, fnrfodtng use ^ ] 
biosensors and bioreactois. La £act« most protein drc^ availahle at present, such as HuombolytJc ag^* 
intaierons* interleokiiK, eiythropoi^ins» colony stininilfltizig Victors, and various other cyto]diies» are secretory 
proteins. Their receptors^ which are membrane^xnmd proteins, also have potential as therapaitir. nr riiflgiw ctf r 
agents. Recq^r immunoadhesins, for instance, can be enqiloyed as therqieutic agents to blodc recq>tor-ligaz2d 
interacttoo. Membrane-bound proteins can also be enyloyed for screening of potential peptide nr small tnolmilg 
inhibitors of the relevant receptorAigand interaction, Sochinembrane-boundproteinsandceQreceiitarsinciu^ 
but are not limited to» cytokine recqAors, recqrtor kinases , recqitor flK)S{^iatases, receptors involved in cdl-cell 
interactk>ns, and celhilaradhesinnu)lecules like selectins and int Transdnctionof signals that regulate 
cell growth and differentiation is regulated m part by phosphorylation of wmsm cellular protdns. Protein 
tyn)sine kinases, enzymes that catalyze that process, can also act as g^^ £xanq>le8 include 

fibroblast growdi factor receptor and nerve growth &ctor t&xgtot, 

Qfpartkmlar interest are cellular protenis having endc^lasmi^ These 
proteins are retained in the ceO and fuzu^tiondosdy with endoplasmic r^k^^ Such 
proteins have been described prevkiosly, Le., see Shonosh and Dixon, Plant J. . 2(l):51-58 (1992), 

Efforts are being undertaken fay bodi it^ustry and s^^uif rmi\ to identify new» native secreted and 
^ membrane-bound receptor protenis, and in particular, ceBuiar protdns having ER r^ension sknals. Mam 
e£forts are focused on &e screeniog of mammnlian recombinant DNA libraries to identify the coding sequences 
H fornovd secreted and menobrane-bound receptor proteins. Exan^^les of soeraiipgme&ods and techniques are 
described in the literature [see, for exan5>Ie, Kdn et al,, Proc. Natl. Acad. Sd.. S:7108-7l 13 (1996); U.S. 
Patent No. 5,536,637)1, The results of sudi efforts, particularly die ii<**nfifir^i/%n of novd polypqrtides and 
p nuddc adds encoding tbe same, ^ch have sequm^ identity and similarity to protein disul^ isomerase are 
presented herein. 
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75, PRO1014 

25 Oxygen free radicals and antioxidants qfiear to an in^Kimmr^^ system 

after coebral ischemia and reperfiision. Moreover, cardiac iqury, related to isdiaemiaandreperto 
r^rtedtobecausedby the action of free radicals. Additionally, studies have reported that die redox state of 
thecdlisapivotaldeteEminantofthefateofflttcdls. FtarthernKro, reactive ojr^en species have been r«^ 
to be cytoioxffi. causing inflannnatoiy disease, inchiding tissue necrosis, organ Mure, afeerosderosis, infertility, 

30 birdi ^feds, premature agiqg, mutations and malignancy. Thus, tiie control of oxidation and redaction is 
in^ortant for a number of reasons inchiding for control aiKi prevention of strokes, heart attadcs, oxidative stress 
and hypertension. Ihtoregard,reductases, andparticularty,oxidoreductases, areofintwest. Publications 
further describing this subject matter indude Kds^, et al., Br. J. Cancer, 76C7):8524 (1997); Rriedrich and 
Weiss, JJHeonBiol., 187(4):52940 (1997) and Pieulle, et al., L BacterioL. 179(18):56W-92 (1997). 

^5 ^ addition to reductases in particular, novd polypeptides are gewxalfy of mtoest Extracelhilar 

proteins play an in^rtant role in. the formation, differentiation and maiDtcoance of multioelhilar organisns. 
The fate of many individual cdls , e.g . , proliferation, migration, differentiation, or interaction wifli other cdls , 
is typically goven^d by information received from other cdls airf/or the hnmediate emdronnMut Tins 
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information is often transmitted by secreted polypeptides (for instance, mitogenic factors^ survival factors, 
cytotoxic factors, diffeicntiation ^K^tors, neuropeptides* aod bormones) which are, in turn, received and 
interpreted by diverse cdl recqrtors or membrane-bound proteins. These secreted polypeptides or signaling 
motecoles normally pass tbrougb the celblar secretory pathway to reach their site of action m the extracellular 
environmenL 

Secrrfadpitrtfemshfli/evarioMfifivfa^^ appliggrinmg, mriiidTngphflmn^ yT^ itf^y diagnostics* biosensOrS 

andbioreacton. Mostprotein drugs available atpzeseot, such as thrombolytic agents, interferons, interleuldns, 
erythropoietins, colony stinfuilatlng factms, and various ofcer cytokines, are secretory proteins. Their receptors, 
wbkii are membrane proteins, also have potmtial as therqteutic or diagnostic agents. E^rts are being 
tmdertai^ by both industry and acadeoua to identify new, native se^ Many ^orts are focused 

on die screening of mammal ian recombinant DNA libraries to identic the coding sequaoces for novel secreted 
proteins. £xanq)les of scremnginethods and techniques are d^cribed In tbe liter 

et al., Pn)c. Nafl, Acad. Sd.. ^:71(»-71I3 (1996); U.S, Patent No. 5,536,637)1, The results of such efforts, 
particularfy diose identifying polypeptides having sequoKre identity widi reductases, and the nudeic acids 
encoding the same, are presented hereixL 

76. PRO1017 

Enzymatic proteins play inyortant roles in the chemical reactkmsiavo^ 
the l^syndieais of macnnnolecules, the controlled release and utiliza^n of chemical eneigy, and other processes 
aecessary to sustain life. Sdfbtramferases are eozyntts which transfer sulfate &om a sulfiite^^ 
substrates, particularfy diose conzaining terminal gtucoronic acid. The HNK-1 caibdiydrate ^itope is 
expressed on several neural adhesion glycoproteins aiKi a glycol^id, and is involved In cell interacdoos. The 
ghicuroi^ltransferase and sulfotransferase are considered to be the key aizymes in fte biosynthesis of diis 
epitope because die rest of ^structure occurs often in ^ycoconjugates. ENK-l sulfotransf^^erase is tother 
described in Bakker, H., ct al., J. Biol. Chem. , 272(47):29942-^946 (1997). 

In additk>n to HNK-I sulfotransfererase, and novel proteins related dieieto, all novel proteins are of 
interest Extracellular and membraxie^bound proteins play hioportantrol^ 

maintenance of multicellular organisms. The fote of mai^ hulividual cells, e.g., proliferation, nugratlon, 
difiGerentiadon, or interaction with other cells, is typically governed by information received from other cells 
and/or die fmmediate envhtMmKnt. Thk mfni-maHftn ic nftpn tnmcmiffpH hy pfflypqrtidfs (for instance, 

mitogenic factors, survival factors, cytotoxic fectors, differendation &ctors, neuropeptides, and hormones) which 
are, in turn, recdved and interpreted by diverse cell receg^zs or n^mbrane-bound proteins. These secn^ed 
polypeptides or signaliog molecules nonnally pass throu|^ die cellular secietoiy pathway to reacli dieir site of 
action in the extracellular enviromnent, usuaHy at a mcnibrane-bound recqptor protehu 

Sea:eted proteins have various industrial ^plications, irtrhiHrng use as pharmaceuticals, diagnostics, 
biosensors and bioreactors. hi &ct, most protein drugs available at present, sudi as thrombolytic agents, 
interferons, interleukins, erythropoietins, colony stinmlatxog fsctors, and various otl^ cytokines, are secretory 
proteins. Thdr receptors, which are n^D3Lbrane-b(Rmd proteins, also have potential as therapeutic or dij^gnostic 
agents. Receptor fmmiinnadhpsins, for instance^ can be enyloyed as therapeutic agents to block receptnr-lt ggrwl 
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intexaction. Membiaiie-boiindpiotemscanalsobee^ 

inhihifor a of the relevant reccptor/Ii gan d i nt e r actioiL 5gtirh nwrn^ptn^m^ip^ Fr^tdm ^11 Tyrptors include, 
butare not limited to, cytokii^rec^tors, iecq>t0r kinases, reoq)torphosphaiases» receptors involved in cell-cell 
interactions, and cellular adbesin niolecules lilffi selects Ttansduction of signals fttat regulate 

ceD growlh and differentiation is regolated in part by phosphorylation of various cellular proteins. Protein 
5 tyrosine Idnases, enzymes that catalyze that process, can also aa Exan^les inclutte 

fibroblast growlh factor recq>tor and nerve growth factor recqrtor. 

Eftos are being undertaken by bo& ioiustry and academia to identify new, native secreted and 
membrane-bound rec^nor proteins* particuiaiiy H^ase having sequence identity with HNK*1 sulfotransferase. 
Maiiy efforts are focused on the screening of mammalian reccmibinant DNA libraries to identify the codu« 
10 sequences for novel secreted and membrane4)0und recQ>tor proteins. Exanqiles of screening xx^diods aiKi 
^ techniques are described in the literature [see, for exanqjle, Ktein « al„ Proc, Natl, Ac^. ScL. ^:7108-7113 
% (1996); U,S. fztast No. 5,536,637)]. The results of sudi efforts are provided terein. 
S 

ff, 77. PR0474 

Enzymatic proteins play in^tortant roles in the chemical reactions Involved in fte digestion of foods, 
^ thebiosyntbesisof m^iromolecules, thecontrolledreleaseandutilizatiQnof chemical eneigy, ax»iotherprocesses 
necessary to sustain life. Glucose del^drogenase &nctions in the oxidation of ghicose to gh'conat^ to generate 
metabolicaliy useful oxergy. The re^^lation of (he PQQ4inked glucose dehydrogenase in differ 
^ is reviewed in Ne^fssel, et al., Antonie Van Leeuwephoek. 56(1):51-61 (1989). Ghicose ddiydrogenase 
^ functioiKt as an auxiliary energy generating mechanism, because it is maximally synthesized unto conditions 
^ of en^gy Stress, hi addition to nioleculesrdated to g|i2cose dehydrogenase, aQ novel prot^^ 

Extracellular and menibrane^bound proteins play inqx}rtaQt roles in tb& formation, differentiation and 
maintena n c e of xnultioeilular organisms. The £aie of many individual cells, e.g., proliferation, migration, 
differentiation, or interaction wi& other cells, is typically governed by information xecdved from other cells 
25 and/or the hmnediateaivironn:^ This mformation is often transmitted by secreted polypqiti^ 

mitogenic&ctors, survival fiactors, cytotoxic factors, differentiation factors, n^iropeptides, andhormones)iKliich 
are, in turn, received and interpreted by diverse cell receptors or xrranbrane-bound protehc. These secreted 
polypq)tides or signalmg nK)Iecules normaHy pass ihro^ 

action in the extracellular environmeai, usually at a membrane-bound recqjtor protein. 

30 Secreted protdns have various industrial i^iplicationsT inchid'mg use as phannaGeHticals, diagm^^y, 

biosensors and bioreactors. In feet, nsost protein drugs available at present, such as thrombolytic agents, 
interferons, interl^ikins, eryduopoietins, colony stimulatir^ Actors, and various odier cytokines, are sectary 
proteins. Their receptors, wliich are inembrane4>ound proteins, also have potential as di^ 
agents. Receptor immunoadheshis. for instance, can be employed as tfaerq^eaitic ^ffstt& to hlodc nc^nr Jit^nd 

35 interaction. Membrane-bound proteins cm also be enyloyed for screening of potentia] pgitid^ ftr nn }^ j\ y j iiy} ^^}]^. 
inhilHtors of the relevant xeceptor/ligandixueractioii. Such inembraiK-bound proteins and cell receptors iiiclude, 
but are not limited to, cytokine receptors, reoepftor kinases, receptor phosphatases, recqitors involved in cell-cell 
inleractiQm» and oelhdaradhesninK)lecuIes like sdectim and int^^ Trax^sduction of signals diat regulate 
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cdl growth and di£Fer«itiation is regulated in part by phosphorylation of various cdhalar proteins. Protda 
QTOsinekiiiases, eozynies that catdyze that process, g^i^aiqples lodu^ 

fibroblast growth factor reoef^or and nerve growth factor receptor. 

Efforts are beb?g i m derfakcD by both industry and ?r^'^?TTia to identify rew, native secreted and 
membrane-bound receptor proteins» and particularly celhilar pnKeins and those related to dehydrogeoase or 
5 oxidoreductase. Many efforts are focnsed nn the Rwififtnmg nf mi>mmat j^tn rer^mbinant DNA libraries to identic 
the coding sequences for no vd secii^aiMi membrane^xjuid receptor 

and techniques are described in the literature [see, for exanqjle, Hein « al. . Proc. Nad. Acad« Sci., S:7108- 
71 13 (1996); U.S, Palent No. 5,536,63?)]. The resuhs of such effiarts are presented herein. 

10 78. PRO1031 

It has been reported that the cytokine interleuKn 17 Ql^lT) stimulates epithelial, a^otfidial, and 
2 fibrc>blasliccens to secrete cytokmessudi as IL-6,E/-8, and granDl<»yte-colony-stiniulating factor, aswellas 
^ prostagJandinE2. Moreover, it has been shown that «*encdtured in fe^ 

^ snstainproiliferationofCD34+ preferential maturation into ne^^ Thus it has been suggested diatILrl7 
!^ constitutes an early initiator of tfie T cdl-dependent inflammatory reaction and/or an element of ^ cytokine 
^ network that bridges the immune system to tonatopoiesis. See, Yao, & aL, J. ImmunoL . 155(12):5483-5486 
I ' (1995); Possiez, et al., I Exp. Med.. 183(6):2593-26Q3 (1996); Kemiedy. et aL, J. Tnterfemn rvtAlrfai> 
g I6(8):611-617 (1996). Thus, proteins related to IL-17 are of interest. 

p Mote generally, all novel proteins are of interest Etoacenular protdm play an unportant role m the 

^ formatioa, diffcreptiatioa and maintenanne of nmldcellular organisms. Hie £a£eofmany individual cells, e.g., 
P proliferation, ndgration, diffiamiation, oi: mtcraction with odier cdls, is typically governed by mformation 
received from other cdls and/or the hnmediateenvironinenL This information is often transmitted by secreted 
polypeptides (for instance, mitpgaiic fectors. survival fictors, cytotoxic fectors, differentiation ftctors, 
newrppq)ti&s, and hormones) whidi are, in torn, received and faterpreted by diverse cell receptors or 
25 membrane-bound pnrteais. These seot^ed polypqrtides or signaling molecules normally pass tibrou^ die 
ceihjlar secretory pathway to reach their site of action in die cxtrace^ 

Secreted protems have various hxiustrial plications , iiK^ludipg pharmaceuticals, diagiKtstics , biosensors 
andbioreactors. Most protem drugs avaiMile atwesgit sudias dirombolytic agents, interfemiM, fntftri «ilriTi« , 
erythropoietms, colony sti mul a ting factors, andvarious other cytokines, are secretory protems. Tlieir receptors, 
30 which are membrane proteins, also have potential as therE^)e!tfic or diagnostic agents. 

Efforts are being undertaken by both industry and acadrmia to identify new, nadve secr^ed protems, 
particularly those related to Il>17. Many cfiforts are focused on the scraenh^ nf maTrnnflHan «>rAniHnflpt PNA 
libraries to identify the coding seqiieoces for novd secreted protdns. Exanq;»l|» of screening mediods and 
techniques are described in die literature [see, for exan?)le, Klein et al., Proc. Nafl. Acad. Sci.. ^:7108-7113 
35 (1996); U.S. Patait No. 5,536,637)]. The results of such <«orts are presented herein. 

79. fBoaa 

Protein disulfide isomerase is an enzymatic protein whidi is involved in die promotion of correct 
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refolding of proteins throu^ the esTahHshmenT of correct diailfide bond formation. Protein disulfide isomerase 
was initially identified based ^spoa its ability to catalyze the rcnaturation of reduced denatured RNAse 
(Goldberger « al., J. Biol. Chenu 239 : 1406-1410 (1964) and E^jstdnet al-. Cold Soring Harbor Svnip, Quant 
BioL 2S*^39449 (1963)}. Protein disulfide Ison^rase lias been shown to be a resident enzyme of the 
emloplasmtc r^iculmn which is r^ained m the endoplasmic reticulum via a -KDEL or -HDEL amino add 
5 sequetK^eatitsOterminus. Proteindisulfideisomeraseandrelatedprotemsareftulli^ 

et al.. J. BioL Chem „ 270f47) :28006>280Q9 (1995); Jeenes, et al.. i92fil:15M56 (1997); Koivunen. 
et al., <3enomics. 42(3^:397-404 (1997); Desfflva, et al., DNACMBioL . 1501:9-16 (^996); Freedman, et aL 
Ttends in BiodienL Sci. 19:331-336 (1994); Bulleid, NJ. Advances in Prot, CiKm, 44:125-50 (1»3); and 
Noiva. R.. Prot Bo). and Purification 5:1-13 (1994). These studies mdicateftein^rtance of the identification 
10 of protein disulfide related proteins. 

^. Moie generally, az»i also of interest are all nov^ membrane-bound proteins and receptors. Such 

proteins can play an jmpomnt role in die fonna!iQn» differentiation and maintexiance of multicellular organisms* 
Tte fateof max^ individual cells, e.g., prolifeFatiQn, migration, difGerentiation, or interaction with other cells, 
p is QrpjcaUy governed by infonnatxon received from other cells and/or die immixliafc environment. This 
information is often transmitted by secreted polypeptides (for instance, mitogenic Actors, survival £u:tors, 
i cytotoxic Victors, difGaentiation Actors, neuropeptides» and honoones) vdiicii are, in turn, received and 
5 interpreted by diverse oeO recqpcors or membrane-bound protdxs. Such membrane-bound proteins and cell 
^ receptors inclucte, but are sot limited to, cytokine lecqjtors, recqttor kinases, receptor phosphatases, recq>tors 
involved in cell-cell interactions, and celhilar adhesin naolecules like selectins and integrins. For instance, 
'transduction of signals that regulate cdl growth and differentiation is r^;ul&ted in part by phosphorylation of 
^ various cellular proteins. Protein tyrosine Idnases, enzymes that catalyze that pn)oesSt canals^ 
factor receptors. Exanq^irKdudefSnfoblast growth £K:torrecqm>r and 

Membrane-bound protenis and receptor molecules have various industrial applications. Including as 
I^liannaceutical and diagnostic agents. Sec^itor immm!oadhesins» for instance, can be employed as thers^peutic 
25 agents to blodcrecqjtor-ligand interaction. Themembrane4)OundpnrtKnscanaisobeenyloyedforscreeiiing 
of potemiai peptide or small molecule inhibitors of (he relevant receftor/ligand interaction. 

Given die inq>ortance of iriianhrane bound premiss, efGortsareund^ way to ideiitity novel inendxrane 
bound proteins . Moreover, given Ae importanoe of disulfide bond-forming enzyn^ and their potential uses in 
a number of different qiplications, for example in in^^easmg tiie yield of correct refolding of xecombinantly 
30 produced proteins, efforts are currently being undertaken by bodi industry and arademia to identify new, native 
proteins having sequence id^ty with protein disulfide ison^rase. Maxxy of these efforts are focused on the 
screeniiig of m a mmal ian recombinant DNA libraries to identify &e coding sequences for novel protein disulfide 
isomentse homologs. 

We herein describe the identification and characterization of a novd polypeptide havn^ 1^^ 
35 protein disulfide tsomerase. 

SO. mmm 

The low density lipoprotem (LDL) receptor is a membtane-boimd protein that plays a key role in 
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diolestercd honaeostasis , Tnediating cdhilar uptake of l^pioteiD particles by higii afSni^ binding to its ligands , 
^lq>opiotein(qx>)B-100axidq>oB. The Ugaiid4nndi2ig domain of ^IJ)Liecqytorcontaix^ 
rQ>e8ls of approximately 40 amino adds, wlierein each repeat contains 6 cysteines, v/iadi form 3 intra-repeat 
disuIfLde bonds. Iheseuniquestructuralfi»torespix>vide&eU)LiecqrtOTwift 

witii apo B-lOO and tiiereby allowing for transport of tiiese l^xiproteinpartides across ceiluiar mentoura 
and merabolism of their components. Solublefiagnsentscontainii^^exlraceihilardoniainof^I^ 
bave be^ shown to retain the ability to interact with it^ 

ChSffi* 272:25531-25536 (1997)). LDL receptors are furfeer described in Javitt, FASEBL . 9(13):1378-1381 
(1995) and Herz and Willnow. Ann, NY Acad. Sd. . 737:14-19 a994>. Thus, proteins havii^g sequence idcailiQr 
with LDL recqptors are of intete^ 

More generally » all membrane-bonnd proteins and receptors can play an inqK>rtant role in deformation* 
differentiation and maintenance of multicelhilar organisms. 71ie£ateofniazQrindividualce31s,e.g.,proliferadon» 
migration, differentiation, or interaction wi& other cdls, is typically goveroed by informiation received from 
other cells and/or &e immediate environment. This information is often transmitted by secreted polype|Auie$ 
(for instance, mitogemc fectors, survival fectors, cytotoxic fiactors, diffecemiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpmed by diverse cell rec^^rs or membrane-bound proteins. 
Such membrane-boimd proteins and cell receptors include, bat are not tSTni'fi*rf to, cytokine rec^tors, receptor 
kinases, receptor pbospbatases^ receptors involved in oeU-ceH interactions, and cellular adhesin molecules like 
sdectins and integrins. For instance, trax^diurtion of signals that regulate ceD growth and diEfeientiation is 
regulatedinpanbyphosphorylationofvariousceUularproteins. Protein Qrosine kinases, enzymes ttiat catalyze 
that process, can also act as growth factor receptors. Bxamples include fibroblast growth factor receptor and 
nerve growth &ctor recq>tor* Of particular interest are membrane bound proteins that have type II 
transmembrane domains* 

Membrane-boimd proteins and recqitor molecules have various industrial ^licaticms, tnAhirfing as 
phamaacaitxcal and diagnostic agents. Receptor immunoadhesins, for iistance, can be en^loyed as therapeutic 
agents to block receptor-Iigandint^action. The menibrane-boundprc^ins can also be ^x^loyed for screening 
of potential peptide or small molecule inhibitors of ibe relevant receptor/ligand interaction. 

Efforts are thus being undertaken by both industry aiKl acadfmia to identify new, native proteins, 
particularly membrane bound proteins indudiqg ^pe II transmembrane bound proteins. Many efforts are 
focused on the screening of mammalian reconobinant DNA libraries to identify the codii^ sequences for novel 

receptor proteins. The results of such efforts are provided herein. 

^ 

81. PRO1083 

Of particular interest are n^mbrane bound proteins that belong to the seven transnraibrane (JTM) 
recq>torsuper£amiIy. Exan:^>Ie8 of these recq^torsinchideG^mjtein coupled recqrtorssu^ 
Anotiier example of a 7TM receptor sqjcrfamily member is described in Osterhoff, et al. , DNA Cell BioL , 
16(4):379-389(1997). 

Membrane-bound protdns azul recqytor molecules have various industrial plications, mrhvimg as 
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pharmaceutical and diagm)stic agents. Rec^tor Tmnnnywrihfsins, br instance, can be en^loyed as tfaer^eotic 
agents to block xeceptor-ligandinteractioii. The n^oibiaiic^boundprotdns can also be enjoyed 
of potential pepdde or small molecule intiibitors of the relevant recqitor/ligand interactioiu 

Morts are being undertaken fay boHi industry and academia to iitendf^ new» native iecq>tor proteins . 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to ideotify the coding 
sequexK^es for novel receptor proteins. Tlie results of such efforts are presented herein. 

S2. FRO200 

Polypqstides involved in survival, proliferation and/or differentiation of cells are of interest 
Polypeptides known to be involved in Ihe survival, proliferation and/or differentiation of cells include VEGF 
and iiKmbers of the bone morj^genetic protem funHy* Therefore, novel polypeptides which are related to 
etdier VEGF or die bone niorphogenetic protein are of interest. 

The hqnarin-binding endotfadial c^-growA &ctor, VEGF, idmified and purified &om media 
conditionedby bovine pituitary follicular or foBicQlo-steU SeeFerraraeroL, 
Bu^f^. Res. Comm. I6L^l {1999). VEGF is a naturally ocoirring confound diat is produced in fio>llicu^ 
or folllculo-stellatecells (FQ, amozphok^cally weU<±ar^:tenzed TheFCaxe 
stellate cells that send cytoplasmic processes betwem secretory oeUs* 

VEGF is expressed in a variety of tissues as multiple homodfmeric forms (121 , 165, 189 and 206 amino 
adds per nioDamer}resdtingfix>m alternative RNAspiiciii^ VEGFm isasoluUemitog^tibatdoesnotbiiKl 
hqtarin; the looigerfonns of VEGF bmd heparin widiprogre^ The heparin-binding forms 

ofVEGF can be deaved in the carboxy terminus by plasnm to release (^^ Amino 
add sequencipg of the carfooxy tCTiinai p^tide identified afler plasmin deavagie is Arg^io-Alam. AmixK) 
tmninal "core* protdn, VEGF (1-1 10} isolated as ahomodimer, hinds r^itralizmgrnooodomtl antibodies (4.6.1 
and 2E3) ai^ soluble forms of FMS-like tyrosine kinase (FLT-1), kinase domain region (KDR) and fetal liver 
kinase (JBLK) receptors with similar afOni^ coii4>ared to the intact VEGF^^ homodimer. 

As noted, VEGF contams two domains diat are responsible respectively for binding to the KDR and 
FLT-1 recqytors. Hiese receptors exist only on endodielial (vascular) cells. As cdls become dq»Ieted in 
oxygen, because of trauma and the like, VEGF produ<^n increases in such cells wliich then bind to die 
respective receptors in order to sigxml ultimate btobgical effect The signal then increases vasadarpermeabiliiy 
and the cells divide and expand to formisew vascular pathways - vasculogenesis and angiogenesis. 

Thus , VEGF is useful for treatigg conditions in wiach a selected action on the vascular endothelial cells , 
in die absence of excessive tissue growdi, is inq)ortant, for exan^le, diab^ ulcers and vascular inntrks 
resulting from trauma such as subcutaneous wounds. Being a vascular (artery and vemis) endodielial ceiU growth 
&ctor, VEGF restores cdls tliat are damaged, a process referred to as vasculogesesis, and stimulates the 
formulatbn of new vessels, a process referred to as angipgenesis. 

VEGF would also find use in the restoration of vasculature after a ixqrocanlialin£u^ as well as odier 
uses that can be deduced, hi this regard, hiubitors of VEGF are son2ettn»desh:able,part^ 
processes such as angbgenesis and vascdogenesis in cancerous cdls. 

Reganling die bone morpihogenetic protem fmiily, 
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involved in tbe differentiatiaii of cartOage aiKl fbe promotion of vascolaiization and osteoindnction in piefonned 
hydroxyjqpatite. Zou. et al.. Genes Dev. (U,S.). 11(17);2191 (1W7); Levine. et al.. Ann. Plast. Surg, , 
39C2): 158 (1997). Anumberof lelatedboi^moiphogenedcproteimbaveb^ 

bone maipbogenedc protein (BMP) &mily. Bone nKirphosaietic nalive and mutant protdns* nudeic acids 

aicodiqg therefbr, related compaunds fncln^^ 
5 U.S. PatentNos. 5,670.338; 5.454,419; 5.661.007; 5,637.480; 5.631.142; 5.166.058; 5,620.867; 5443.394; 

4.877.864; 5,013,649; 55,106,748; and 5399,677. Of particular interest are proteins bavictg bomologr widi 

bone inorpbogen^c protein 1, a procollagen C-pxoteinase that plays key it)les in regdati^g matrix 

The present invention is precficated i^xm research intended to identify sovd polypeptides whidx are 

related to VEGF and tbe BMP fmiily, and in particular, polypeptides whidi have a role in the survival, 
10 j^oliferation and/or diSereotiation of cells. While tbe no vd polyp^des are mtf e^qiec^ to bave biological 

activity identicfll to tbe know polypeptides to which tbiey bave homology, the known polypeptide biological 

{^tivities can be used to deternzineibe relative biolo^cal activities of the Inpardcuiar, the 



>Q novel polypeptides described herein can be used in assays which are intended to detmnine ^ ability of a 
^ polypqitide to induce sunrival, proliferation or difierentiatk^ in turn, the results of these assays can 

^ be used accordingly, for diagnostic and therq»eutic purposes. The results ofst^researdi is die subject of the 

C' present inveotkm* 

\n 

K • 

83. PRQ285 and FRQ286 

The doniog of the Toll ^ne of DrosophUa^ a maternal tSect gfaac fhat plays a central role in die 

pi 

0P establishment of die embryonic dorsal-ventral pattern, has been reported by Hashimoto etaL^ Cell 52. 269-279 
(1988). The Z>ro^MaToU gene eiKodes an integral membrane prx^einwi^ 

803 amino acids and a (Ttofdasmic domain of 269 amhio acids. TteextracytDplasmic domain has a potential 
membrane-spanniqg segment, and contams multiple copies of a ieucine-rich segment, a structural nootif fbtmd 
in mai^ tranaiKembram xnxyteins. The Tdl protein controls dorsal-ventral patterning in DrosopMla embryos 
25 and activates the transcription factor Dorsal i^wnbhi^^ (Nforisato and Anderson^ Cell 

76. 677-688 (1994).) In adult DrosopMla^ the Toll/Dorsal signalipg padiway particq^ates in die and-fimgal 
immune response. (Loiaitre et al., fieH 86, 973-983 (1996).) 

A human homologue of dieDnu0j7^ ToU protein has been described by 
394-397 (1997). This human Toll, just as Drosophila ToU. is a type 1 transmembrane ^K^ein. widi an 
30 extrac^hilar domain consisting of 21 tandemly rq>eated leudi^ridi motifis (Leudne-rich region - LRR). 
sq>arated by a non-LRR region, and a Q^tpplasmic domain homologous to die cytoplasmic domahi of die human 
interieukin-1 (DL-l) rec^nor. A oonstitutively active mutant of the humaaToU transfected into human cell lines 
was shown to be able to Induce the acdvation of NP-kB and die eTtpression of NF^ 
inflammatmy cytokines IL-1, IL-6 anl IL-8, as well as tibe e^qnession of die constinxulatory molecule B7.1, 
35 viiidi is required for the activation of native T cells. K has been suggested diat ToU functions hi vertebrates as 
a nozHdonal receptor of the hnmuoe system* ^^liicfa can induce signals for activating bodi an mnate and an 
ads^txveinmmzfie response in vertebrates. The human Tong^rq)orted by Mechliitovetal.,^m was most 
stronsJy ejqiressed in spleen ai^ perq)lierd blood lenk^ 
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ia other tissues may be due to the pies^ice of maciop^ 

waniiqg system for infection. The public GsiBank database contains (he MoviQg Toll sequences: ToUl 
(DNAX# HSU88540- 1 , which is identical with the random sequoiced fuII^eqgEh cDNA #HUMRSC786- 1) ; Toll2 
(PHAXg HSU8887g-l); ToI13 (DNAX^ HSU88879-i); and ToM (DNAX? HSUSSSSO-l, yffbkii is identk:al 
with the DNA sequence reported by MeddiitOYetalM^nz). A partial Toll sequence CToUS) is available from 
3 GenBank mider DNAX# HSUg88814. 

Further hmnanbomologues of the DrosophilaToll protein, designated as Toll-like recq^rs QmTURsl- 
5) were recently doned and shown to minor die topogr^ihic structure of the Drosophila countetpart (Rode et 
aL, Proc. Naa. Acad- Sci. USA gS, 588-593 [19981). Ovecexpression of a constitutively active mutant of one 
human TLR (Toll-protein bomologue - Med2liitov et oL, supra\ TISA - Rock a oL, stq^ra) leads to the 
10 acdvation of NF-xB and induction of the hrflarmnaroty cytokines and consdmulatoty molecules. Medzhitovef 
cd., supra. 

^ CsDcer is characterized by the increase in the number of abnonnal* or neoplastic, cells derived from 

^ a norma! tissue which proliferate to form a tumor niass» the invasion of adjacei^ 

cells, and the ^neration of malignant cells wiu(^evepfuanysiM:^ 
s lympli nodes and to distant sites (m^astasis). In a cazHxrous state a ceU proliferates imder conditions in whidi 
p normal ceUs would not grow. Cancer manifests itself in a wide variety of fonns, diaractedzed by di£ferent 

degrees of uxvasivaiess and aggressive!^. 
^ Alteration of gene expression is indmatdy rdated to the nncontrolled cell growth and de-dififerentiation 

1^ which are a common feature of all cancers. The genomes of certain well studied tunusrs have been found to 

show decreased expression of recessive genes, usually referred to as tumor su{q[sessiO(n genes, vfbkh would 

normally function to prevait mal ignant cell growfli, and/or overeaqgession of CCTtain dominant genes, such as 

oncogenes, diat act to promote malignant growdi. Each of these genetic changes appears to be responsible for 
25 hxq>orting some of the traits that, m ^^r^ate. represent die foil neoplastic pheno^ (Hunter, CeQ 64, 1 129 

[1991]; Bishop, CeU 64, 235-248 [1991}). 

A wdl known mechanism of gene (e.g. oncogene} overexpression in cancer cdls is gene ao^lificatioa. 

This is a process where in die chromosome of the ancestral cell noiltqile copies of a particular gene are 

produced. Tb& process involves nnschednTed replication of the regian of chromosome conyrishig the gene, 
30 foUowed by recombination of die replicated segn^nts bade into ihechron^ Canoex 

Res. 47, 235-281 [1986]). 1^ is believed that die overeaqassskm of d^ g^ parallels gene axzq^^ 

is proportionate to the number of copies nude. 

Proto-oncogenes that encode growth factors and growdi factor receptors have been identified to piay 

in^ortant roles in the padiogeoesis of various human malignaiKies, includipg breast cancer. For example* it 
35 has beea found diat die human ErbB2 gene (erbB2, also known as hei2, or &«rbB-2), whichi encodes a 1 85-kd 

transmembrane glycoprotein receptor ^185H£R2; HER2) related to the epidermal growdi factor receptor 

(EGFR), is overe}ipressed in about 25% to 30% of human breast cancer (Slamon et al.. Science 235:177-182 

[19871; Slamon et al.. Science 244:707-712 [1989]). 
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It has been rqK>rted ihst gene ampHficatfon of a piotooncogoie is an event typicaDy involved in die 
more malignant forms of cancer, and could a^ as a predictor of dinical outcome (Schwab et al.> Qeces 
Chromosomes Cancer 1, 181-193 [1990]; Alitalo et al., supra). Thus, erbB2 overeqnession is commonly 
regarded as a predictor of a poor {vogoosis, especially inpatients mlh primary disease that mvolves axillary 
lynsft nodes (Slamon et al., [1987] and [1989], supra; Ravdin and Chamness, Gene 159:19^27 [1995]; and 
5 Hynes and Stem, Biochem Biophys Acta 1198: 165-184 [1994]}, and has been lixiked to sensitivi^ and/or 
resistance to hormone &erq>y and chemotherapeutic regimens, inriy^ttng QIF (cydopto^hamide, 
methotrexate, and fhu^ruracil) and an&racycnnes (Basd^ et al.. Oncology 11 (3 Sa^ 1): 43-48 [1997]). 
HowevCT, despite the association of eihB2 overexpression with poor prognosis, the odds of HER2^ltive 
patteits respondiqg climcaOy to treatment wilh taxanes were greater Oian three times diose of HER2-ne^ve 

10 patiextts (Ibid)* A recombinant humanized anti-£rbB2 (anti-HER2) monoclonal aitfibod!y (a humanized version 
of die murine anti-£rbB2 antibody 4D5, referred to as rhuMAbHER2OT been clinically 

W active in patients with £rbB2-overe3q>ressiQg metastatic Ineast cancers diat had recdved extei^e prior 

2 anticaiKcr ther^, CBaselga^ al., J. Clin. OnooL 14:737-744 [1996D. 

SI The protein Notch and its homologues are key regolatory receptors in d^ermhiing the cell fate in 

^ various devdopment processes. The protein Notdi-4, also known as int-3 oiKogene, was originally identified 
^ as a frequem target in mouse manimary tumor virus (MMVS). Notch-4 is believed to be a transgene wfaidi 
affectstliedififeientiationcapadt/ofstemcensandlesttlstoneoplasdcproli^^ Shirayoshi 
'p4 et al., Gtoes Cdls 2(3): 213-224 (1997). During embiyogenesis, die eiqiression of Notch-4 was ddected in 
□ endothelial ceils of blood vessels fonning tissues sudi as the dorsal aorta, uxtersegmental vessels, yolk sac 
^ vessels, cephalic vessels, heart, vessels in bramdiidan:hes, and c^illa^ Notdir4 egression in Qiese 

p tissues was also associated with flk-1. the major regniatory ga» of vasculngeneRiR anH flngift gy>tv>54|B NotdH4 
^ is also ijpregdated m vitro duri^g die differentiatm Ihe entkydielial cell specific 

expression pattern of Notch-4. as wdl as its structural similaiity to Notch suggest that NntfJuA i« an fmrfarti^^ifl^ 
cell specific homologue of Notch and that it may play a role in vaculogenesis and aotgiogenesis . 

25 

85. PR0298 

B^rts are being undertaken by both industry and academia to identify new, native receptor proteins . 
Many efforts are focused on the screenixig of mammaliatt reconibinant DNA Ubtaries to identify die coding 
seqiffinces for novd receptor proteins. We herem describe the identification and characterization of novd 
30 transmembrane polype^^des, designated herein as PR0298 polypqMides. 

S6. FRQ337 

Neuronal devdoiHiient in higher vertebrates is cimracterized by proce^^ 
distinct celhilarenvironmem en n>ute to flieirsyn^rtic targets. The result is a functionally precise formation of 
35 neural circuits. The predsion is believed to resuk form oMchanisms that regulate growth cota 

target recognition, followed by latter refinement and rwnoddnig of sudi irojections by events that require 
neuronal activity, Goodman and Shatz. Cdi/Neuron [St^.] 72(10): 77-98 (1993). It is fijrdier evident feat 
different iieurons eacteod nerve fibers diat are Wochemican 
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by cell-cell, cell-inatrix, and diemotrophic interactiops to teach ifadr atyropriate syna^ targ^ , Goodman^ 
al.» siqira* 

One particular means by which diversity of &e zi^uoDal cell surface may generated is toougb 
di£G»e2itial e^qxression of cell suiftce proteios ce&ired to as oeU adhesioa nuflecules (CAMs). NeuronaUy 
expressed CAMs have been io^licaled ia diverse developxneotal processes, tndniUng migratioa of neurcms alopg 
radial glial cells, providing pammsive or repulsive substrates for neurite extension, and in promoting the 
selective fasciculation of axons in projecttonal patfaw^. JesseU Neuron 1 : 3-13 (1988); Eddman and Crossin, 
Amui. Rev. Biochem. 60: 155-190 (1S91). Interactions b^we^ CAMs pres^ on the growHi cone membrmie 
and molecules on opposing cell membranes or in the extracellular matrix are dKnigbt to provide the specific 
guidazure cues that direct nerve fiber ontgrowdi along appropriate praj^^ Such interactions are 

X likdy to result in tbe activation of various secoiKl messenger systems widlin the gro 
oulgrowdi. Doh^ and Walsh, Curr. Qpin NeurobioL 2: 595-601 (1992). 

hi hi^^ vertebrates, most neural CAMs have been found to be members of diree major structural 
families of prc^eins: the integrum, die cadl^ins, and Ibe immunoi^tobulin gene snqpeifianily (IgSF). Jessel, 
supra.; Takeichi, Amm. Rev. Biodiem. 59: 237-252 (1990); Rddiardt axui Tomaselli, Amm. Rev. NeuroscL 
14: 531-570 (1991). Cell adhesion molecules of the IgSF (or ig<I!AMs), in particular, constitute a large Candly 
of jffotems frequently xn^licated in neural cdl interactions and nerve fiber outgrowth during devetopn^nt, Salzer 
and Cohnan, Dev. Neurosd. 11; 377-390 (1989); Brtomcndorf and Rathjen, J- Neurochenu 61: 1207-1219 
(1993). However, die majority of mammalian Jg-CAMs sppear to te too widely e:q»e$sed to specify 
navigadonal padiways or synaf^ target spggestiAg that other CAMs , yet to be identified, have role in diese 
nsore selective interactions of neurons. 

Mar^ of die known neural Ig-CAMs have be^ found to be attached to the plasma memibrane via a 
gJycos>1phosE^iatidylinositol(GFI)aiudK^ AMtianally,mai^sti»iies have i^^)licatedG^-andlored proteins 
in jTOvidhig specific guidance cues duriiig the outgrowth on neu^ In studies of the 

grasshopper nervous system, treatment of entayos with phosphaddyUnosifioI-spedfc phopholqiase C (PIPLC), 
which selective removes GPI-anchored proteins fiom die surfaces of cells, resulted in misdhrecdon and faulty 
navigation amrag subsets of pioneenpg growth cones, as well as uihibitedmigratoiy pattens of a subset of early 
neurons, Chang ctal«,DeveI. 114:507-519(1992), The pngectionofr^malfibOT to die cq>tic tectum 
to depend, in part, on a 33 kDa GPI-ancfaored protem, howev^, die precise nature of this protein is unknown. 
Stahl et al.. Neuron 5: 735-743 (1990), 

The eiqpression of various GPI-anchored proteins has been characterized amongst the different 
populations of primary rat neurons amongst dorsal root gagglion, sjmyalfaedc neorons of the cervical ggn glkm , 
syn^)adieticnenn)nsofthesiq>eriorc^calgang^ Rosenetal.» J.CdlBiol. 

117:617-627(1992). Incontrast to the similar pattern of total membrane protein expression by these differ^ 
types of neurons, strikipg differences were observed in die e^tpression of GPI-^ndbored protems between diese 
neurons, Rccendy . a 65 kPa protein band known as r^Mrptrimin was discovered and found tn he dHTerg nfjaPy 
esqmessed by primary neurons (Rosen et aL, supra), and restricted to the wpr<m system and found to be die 
most abundam and earliest &^ressedoftheGPI-aiK:faored species in the C^ Stru^kal., J. Neuroscknce 
15p): 2141-2156 (1995), The discovery of neurotrhnhihas furdier lead to die identification of a &mily of IgSF 
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members, each containing three Ig-Iike domaios that share gj^ifigflnt ammo acid identity, now termed ^gLON. 
Strujic et aL, siqjra; Pimema et aL, Gene 1700): 189-95 (1996). 

Additional members of die IgLON sub&mOy inchide opiate bindfa^ cdi adhesion molecule (OBCAM), 
Sdjofidd et al., EMBO J. 8: 489-495 (1989); limbic associated memhrane jwotein (LAMP), Pimema et al., 
siq)ra; CEPU-1; GP55. WHson et al., J. CeH Sd. 109: 3129-3138 (1996); Eur, J, Ncuiosci. 9(2): 334-41 
(1997); and AvGp50, Hancox et al.. Brain Res. Mbl. Brain Res. 44(2): 273-85 (1997). 

Whilethee^nmionof nemxstrimin appears to be vid it does ^ipear to correlated widi the 
develoisnent of several neural circuits. For exan^Ie, between E18 and PIO, neurodmin mRNA expKS^aa 
widiin tlie forebrain is maintained at high levels in neurons of the developing dialamus, cortical subfrfate, and 
cortex, particularly lamina V and VI (vdA less intense expr^ 

lamiDa 1). Cbrtical sulq>late neurons may provide an eaiiy, teaqx>rary scaf£6]d for die ingrown^ thalamic 
afferents ai lottte to their final syni^ptic targets in the cortex. AUeiKloerfer and Shatz, Aimu* Rev. Neurosd. 
17: 185-218(1994). (^oiivemly.subplateiieurons have been suggested to be requ^ 
l^yer V to select VI to grow mto die thalanms, and zieurons fim 1^^ 

pons, and spinal cord (McConnell et al., J. Neurosd. 14: 1892-1907 (1994). The h^gh level expression of 
neurotrhnin in many of these projections suggests that it could be involved in dieir develofHiient 

In die hindbrain, hig^ levels of neurotrimin message e?qpiression were observed widiin die pontine 
nucleus and by the internal granule cells and Puridnje ceills of die cerebellunL The pontine nucleus received 
afferent mpxt &om a variety of ^mrces includipg cordcppontine fibers of l^er V, and is a mqor source of 
afferent ii^nit, via mossy fibm, to the granule cells which, m turn, are a major source of sffcrtsi input via 

parallel fibers to Puridxje ceills. P>rfay and Chan-Palay, The cerehellar cnrfwr- fytnlngy anH A rgnniTftt Wvp , ^{ew 
York: Springer (1974]. H^levde^^iressionofiKurotnniintliese neurons again suggests po^^ 
in die establishment of these circuits. 

Neurotrimin also exhibits a graded expression pattern in the early postnatal striatum. Increased 
neurotrimm expression is found overlyipg die dorsolateial striatum of d^ rat, vMe lesser hybridization mtensi^r 
is seen overlying die ventromedial striatmn. Stiu^ et al.» sapt^ Ttus region of higher n^irodimin 
hybridization intensi^ does not correspond to a cytoarchitecturalfy differentiable region, radier it corresponds 
to ib& prmiary area of affer^ iipit &om layer VI of die contralateral sensorimotor cortex (Gerfien, Niature 311: 
461-464 (1984); Dom)gJrae and Herloenham, Brain Res. 365: 397-403 (1986)). The ventromedial striatum, by 
coiitntstt receives the m^ority of its afferent ir^utfiomtl^ perirhinal ar^ Itisnotewordiy 
tiiat a complementary graded pattern of LANg ejgpression^ has been Qhserved wtthin the strtatimn, with h\^t^ 
e^jressionmventromedialregions^andlowestejqiressiondorsol^^ Levitt, Science 223: 299-301 (1985); 
Chesselet et al., Neuroscience 40: 725-733 (1991). 

87. PRQ403 

Type n tra nsmanb rane proteins, also known as sirigk pass transnaembrane proteins have an N-ter rntn^^ 
pordon lodged in die cytoplasm while the C-terminal portion is eKposed to the extiacdiular domain. 

Rndot h eltn is a famiiy of vasoconstrictorpcptides about which miKfa activity has been focused to better 
imder^and its basic pharmacology, biocfaenucal and molecular biological features* innhidfag the presence and 
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structure of isop^des and tibeir genes (emMielin-l, -2 and {i3}. regulatkmof gene expression* intr»:ellalar 
processing, specific endotfaelin convertiijg enzyxnes (ECE)» receptor subtypes (ET-A and ET-B), inti^nffynT 
signal transduction followiog lecqptor activatioa» etc. 

The endott ie li n (BT) femily of peptides have potent vascular, cardiac and renal actions whidi may be 
of paihoplq^logical inqwrtance in many human disease states. ET-1 is expressed as an inactive 212 flmmn 
5 acidprepropei^de. The prepn>pq>dde is first cleaved at Arg52-Cy553 and Arg92'Ala93 and then the carboxy 
termmal Ly$91 and Arg92 are trimmed firom the protein to generate ^ 

Endothdin is generated fttun inacdve intennediates, the big endothelins, fay a 
catalyzed by (he zinc metaUopiotease,endoaielin converting em^^ ECE was recently cloned* and its 
structure was shown to be a single pass transmRmhrane piotBin with a short mtrafie>lnlar W-f rnntiyii ^ ^ 
1 0 extraceUular C-tenninal that contains the catalytic domain and numerous N-glycosyMon sites . ECEs cleave die 
endodielin propeptide between Tip73 ai^ Val74 producing the active peptide, ET, which sppears to function 
as a local rafiier flian a drculating hormmtt (Rubanyi. O . M . & Polokoff , MJi. , Pharraadiological Reviews 46: 
^fi 325-415 (1994), Thus ECE activi^ is apotential siteofreguladonof endodielin production andapossible tar^ 
^ felherapeuticinterventiQnm^endothefinsystem, By blocldng ECE activity, it is possible stop die production 
^5 of ET-1 by inhibiting the conversion of the rdatively inactive precursor, bigET-1, to the physiologically active 
% form. 

Endothelins may play roles in the padiophysiology of a number of disease states induding: 1) 
H cardiovascular diseases (vaso^>asm, hypertension, nqrocaidial isdiemia; rqperfusion injury and acute 
myodiardial hrfarction, stroke (cerebral ischemia), coi^gestive heart Mure, ^ux±, atherosclerosis, vascular 
^ thickenix^; 2) kidney disease (acute and chronic renal faihtre, glomerulozttphntis, drxhosis); 3) luog disease 
g (bronchial asdmm, puhnonaiy hypertension); 4) gastrointestinal disorders (gastric ulcer, inflammatory bowel 
diseases); 5) reproductive disorders ftwonaturc labor, dysmenorfffia, precdan^jsia) aixl 6) cardnogenesis, 
Rtibanyi & Folokoff , supra. 
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SUMMARY OF THE INVENTION 

1. PRQ213 

Applicants have identified a cDN A clone that encode a novel polypeptide , v^^iercin the polypeptide is 
designated in die presait ^iplication as "PR0213". 
30 In one embodiment, the invendon provides an isolated nndeic acid molecule comprising DNA encoding 

a PR0213 polyp^tide. In one aspect, die isolated nudek: add conqxrises DNA encoding die PR0213 
pdypqrtide having amino add residues 1 to 295 of Figaro 2 (SEQ ID N0:2), or is conqjlementary to such 
aicoding nuddc add sequence, and remams stably boimd to it under at least moderate under 
hig^ stringent conditions. 

35 la anodier embodunent, die favention provictes isolated PRQ213 polypeptide. In particular, flie 

mventxon provides isolated nadve se<piaiceFRQ213 polypqrtide, vMch in one eanbodmwot, includes an amino 
add seqaence oonqurisiqg residiKS 1 to 295 of Figure 2 (SEQ ID N0:2). 
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2. PRQ274 

Applicants have idendfied a cDKAdooe that eiu^ v^ierein the polyp^jtide is 

designated in fbc pteseot applicatioa as " FRQ274 

la ooe embodiment, fte invention provides an isolated nucleic add molecule oonqtrising DNA encoding 
a FRQ274 polypqttide. Jn one aspect* tbt isolated nucldc add con^nses DNA encoding the PRaZ74 
polypeptide having amino add residues 1 to 492 of Figure 4 (SEQ ID N0:7), or is oomplemsntary to sodi 
encoding nuddc acid sequence* azKlranainsstaUy bound to it under at least moderate, and optionally, imder 
high stringency conditioiK. The isolated nucleic acid sequence may covapasc the cDNA insert of the 
DNA39987-1184 vector deposited cm April 21, 1998 as AT(X 209786 which inchides tJ» nucleotide sequence 
encoding PR0274. 

In another embodiment, the invention provides isolated PRQ274 polypeptide. In particular, die 
inventioa provides isolated native sequence PR0274 polypeptide, v/i^ in <»ie embodiment, tnftiiidf>a 

an u ni^^ 

add sequoice conq}rish3g residues 1 to 492 of Figure 4 (SEQ ID N0:7). An additional embodiment ofUtt 
present hxventkm is directed to an isolated extracelhilar domain of a PRQ274 polypeptide. Optionally, (te 
PR0274 polypcpddc is obtaii^ or is otoinable by pressing the polypeptide encoded ^ (^NA insert of 
' die DNA39987-1184 vector dqxjsited on 21, 1998 as ATCC 209786. 

In another embodnneat, tt» invention provides duee e^xtessed sequeoce tags (EST) conqnising the 
undeotide sequences of SEQ ID NO:8 (herem designated as DNA178T3), SEQ ID NO:9 Oierefai designated as 
DNA36157) and SEQ ID NO:10 Qaer&xi desigtialed as DNA28929) (see Figure 5-7, respactivefy), 

3. FRO300 

Applicants have identified a cDNA done that encodes a novd polypeptide, wherem die polypeptide is 
designated hi the present plication as *PRO300". 

In one embodiment, die invention provides an isolated nucldc add molecule con^risingDNA exKoding 
a PRO300 polypeptide. In ox^ ^pect, the isolated tmddc acid con^rises DNA encoding die PRO300 
polype[»ide having smno add residues 1 to 457 of Figure 9 (SEQ ID N0:19), or is oonq>lementary to such 
OKcodingniKiieic add sequence, and ranams stably bound to it under at least moderate, and optionally, under 
high striQ^ncy cqzkMohs. The isolated nudeic add sequence may conqnise the cDNA insert of die 

DNA4062S-1189 vector deposited on April 21, 1998 as ATCC 209788 whidi inchides die imcleoddeseqt^^ 
encoding PRQ300. 

In another ^nbodimoit, the invaition provides isolated PROSOO pdypq)dde. la particular, llie 
innrention prcnddes isolated luitxve sequence PR(>3(X) pcl^^ 

acid sequence conqaising residues 1 to 457 of I^gure 9 (SEQ ID N0:19). An additional embodiment of ^ 
present invention is directed to an isolated extracellular domain of a PR03OO polype|^ide. Optionally, the 
PRO30Q polypeptide is obtamed or is obtamaible by ex|»cessing the pdypeptkie encoded by the cDNA insert of 
the DNA40625-1189 vector deposited on Afna 21. 1998 as ATO: 209788, 

4. PR0284 

^licants have itkntified a cDNA clone that mxKies a novel transnsemhrane polypeptide, wherein the 
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polypqjtide is designated in the present aiqplication as "PR0284". 

In one enibodiment, die invoition provides an isolated nucleic add molecule con^mxqg DNA ^wnHtng 
a PR02g4 polypq}tide« In one aspect, die isolated nucleic acid con^rises DNA encoding die PRQ284 
poljpq>tide having anrino add residues 1 to 285 of Figure 11 (SEQ m NO:28), or is con^plementaiy to sudi 
encodipg nuddc »nd sequence, and remains stably bound to it nnder at least moderate, and np tinnniiy ^ ^itvtpr 
high stringency conditions. £q other aspects, die isolated imcleic add conqtris^ 
polypeptide having amino add residues about 25 to 285 of Figure 1 1 (SEQ ID NO:28) or 1 or about 25 to X 
of Figure 11 (SEQ ID NO:28), ^«*erc X is aiqr animo acid fann 71 to S)of Kgura 11 (SEQ ID NO:28). oris 
conqilmentary to soch eiicoding lOK^elc add sequence, and rem^^ 

aid optimiany, under high stringency coiKlitions, The isolated nudeic add sequence may comprise d^cDNA 
insert of die DNA23318-1211 vector ^posited oa April 21, 1998 as AT€C 209787 which inchides die 
nucleotide sequence encoding PR0284. 

in anodic embodiment, the mvemion jmvides isolated PRQ284 polypefrtide* In particular, die 
mvention provides isolated native sequence FR02S4 polypqydde, whidi in one embodhnent, todudes an ammo 
acid sequeiure con^rising residues 1 to 285 of Figure 11 (SEQ ID NO:28). Additional embodiments of die 
present inv^xdon are dhrected to isolatedPR()284 polypeptides conqiri^ 

1 1 (SEQ ID NO:28) or 1 or about 25 to X of Kgure 1 1 (SEQ ID NO:28), ^^tere X is any ammo add from 7 1 
to 80 of Figure 11 (SEQ ID NO;28). OpdonaUy. die PRQ284 polypeptiifc is obtained or is o^rtabiablc by 
e^iressing die polypq>dde encoded by die cDNA insert of die DNA23318-121 1 vector deposited on April 21, 
1998 as ATCC 209787, 

In anodier embodiment, the invention provides an expressed sequence tag (EST) designated here 
DNA12982 \dilch comprises die nucleodde sequau:e of SEQ ID NO:29. 

M anodier embodiment, die invcadoo iTOVides aae;q>ressed sequaice tag (E^ 
DNA15886 yfdMi conqyrises the nndeodde sequence of SEQ ID NO:30. 

5. PRQ296 

.^licants have identiOed a cDNA done diat oicodes a novd polypeptide havu^ homology to the 
sanxin3a-anqilifiedprotdnSAS,T«iierem die polypeptide ^ •Prq296". 

In one anbodiment, the invention provides an isolated mffildc acid molecule conpisiog DNA encoding 
a PR0296 polypeptide. In oas aspect, die isolated nucleic add con?>rises DNA enoodmg die PRQ296 
polypepti^ havii^ amino add residues I to 204 of Figure 15 (SEQ ID NO:36), or is con^jlemeaitary to such 
encoding nndeic acid sequence, airf remdns stably bound to it nnder at 

hi^strii^encycoiKiitions. In odier aspects, d» isolated nudeic add conqirises DNA encocfing die 1^ 
polypeptide havii^ anaino add residues about 35 to 204 of Hgure 1^ 

35 to X of Figure 15 (SEQ ID NO;36). where X is ai^ amino add from 42 to 51 of Figure 15 (SEQ ID NO:36), 
or is coniplementary to such encoding nucleic add sequm^e, and remains stably bound to it under at least 
moderate, and optionally, under higjbi stringency conditions. The isolated midcic add sequence may con^jrise 
die cDNA ins« of die DNA39979-1213 vector dqxjsited on April 21. 1^ as ATCC 209789 wfaidi inctodes 
die nucleotide sequence mx>ding PRQ296. 
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Isi asotber antxxlmieat, Ibe invention provides isolated PRQ296 poIypq>tide. la pardoilar, die 
invention provides isolated native sequence PRQ296 pdypqitide, wbidi in one embodiment, iacludes 
acM sequence conpising lesidiKs 1 to ^ of Figiur 15 (SEQm Additional embodinaeDts of the 

present invention are directed to PRQ296 po}ypq>tides ooa9)iising amino adds about 3S to 204 of Figure 15 
(SEQ ID NO:35) or amino acid 1 or about 35 to X of Figure 15 ^EQ ID NO:36), wbete X is any' smtUvs acid 
from 42 to 51 of Figure 15 (SEQ ID NO:36). Optionally, tbe PRQ296 polypeptide is obtained or is obtainable 
by e^ressing the polypeptide encoded by the cDNA imert of die DNA39979-1213 vector deposited on April 
21. 1^8 as ATCX: 209789. 

Jn aiK)ther emibodimeQt, the invention provides an expressed sequence tag (EST) HpgignatftH i^iein as 
DNA23Q20 oon^prisnig tbe nudeodde secpimce of SEQ ID N0*37. 

In another emfaodinttnt. the invrntion pravidgs an expressed segugncfe tag (RST) A^ctgnV^ hf rrin as 
DNA21971 comprisn^ ti^ nucleotide sequence of SEQ ID NO:38. 

In another embodimenL the inventkm provides an expmssfted segnence fs^ (PSTT) Hftrfgnatf^ 1|f>mm 
DNA29(B7 comprising the nucleotide sequence of SEQ ID NO:39. 

Applicants have identified a cDNA done diat encodes a novd polypeptide having homology to ahigh 
affinity inxnnmoglobulin receptor, wherein the polypeptide is H«^^atArf ia the present ^^lication as 
''PR0329", 

In one embodunent, the hwoition provides an isolated niBddc acid n^ 
a PR0329 pofypeptide. In one aspect, the isolated micleic acid comprises DNA encoding the PR0329 
polypeptide havhig amuK> acid residues 1 to 359 of Hgure 20 (SEQ ID NO:45}, or is C(Hxq>leaieotary to such 
encoding nucleic acid sequence, and ronams stably hound to it imdera^ aodop^oi^y^ lender 

hi^ stringency comiitions. The isolated nucleic acid sequence msiy compr^ the cDNA msert of tiie 
DNA40594-1233 vector ^positedonPanuaiy 5, 1998 as ATOC 209617 vM± mdudes the nucleotide sequence 
eiwoding PR0329. 

In another embodiment, the invaition provides isolated PR0329 polypeptide, hi particular, die 
invention provides isolated native sequence PR0329 polypeptide, vfbsdi in one embodiment, mdudes an amino 
odd sequence conning residues 1 to359ofFigure20(SEQIDNO:45). Optionally, the PR0329 polypeptide 
is obtained or is obtamable by expressing fee polypeptfcte «icoded by the cDNA msert of ihe DNA40594-1233 
vector deposited on February 5, 1998 as ATCC 209617, 

7, PR0362 

.^iplicants have identifie d a cDNA clone that easodes a novel polypeptide having homology to A33 
antigen and HC!AR n^mbrane-bound fHotem, wherdn the polypq>tide is designated in the present application 
as "PR03e2". 

Li one embodunem, die invention provides an isolated nuddc acM 
a PR0362 polypeptide. In one aq>ect. the isolated nudeic add comprises DNA encoding the PR0362 
polypeptide havipg ammo acid residues 1 to 321 of Figure 22 (SEQ ID NO:52), or is con^dcsnentary to such 
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exKxxliBg BiKileic acid sequence, and remains stably bound to it under at least moderate, ami optionally, tinder 
l^gli stringency cozufitions. Jn another aspect, die isolated nucleic acid campnses. DNA mendin g fhi> ppmfi? 
polypq>dde having amino add residues 1 to X of Kgore 22 (SEQ ro NO:52^ 

amino acid 27 1 to 280 , or is conq>Ietnentsry to such ^coding nucleic acid sequence, and remains stably bouml 
to it under at least moderate, and optionally, under i^^gh stripgency conditions. The isolated nucleic acid 
seqoaicemaycon?>risediecDNAinsertoftheDNA4M16-1251vect^ 1998asATCC 
209620 which includes the nucleotide sequooce encodiqg PR0362, 

In another embodiment, die invention provides isolated FR0362 polyp^tide. In particidar, the 
invention |»rovides isolated native sequence PR0362 polypeptide, viuch in oa& embodiment, im^ludes an ^^ni no 
add sequence coiqdsing residues 1 to 321 of Figure 22^ An additioQ^l embodiment of the 

inesent invention is directed to an isolated extracellular domain of a PR0362 polypq>tide c fwnpngmg amfrw adds 
1 to X of the amino acid sequence shown in Figure 22 (SEQ ID NO:52), v^eieiaX is any amino acid ttom 
amino &ad 271 to 280. Optionally, the PR0362 polypeptide is obtaiiKd or is obtainaUe by e^qnessiog (be 
polyi^>tideencodedbythecDNAinsertofflieDNA45416-1251 vector deposited on Rbruary 5, 1998as ATCC 
209620. 

8. FRQ363 

Applicants have identified a cDN A clone that encodes a novel polypeptide having lujmology to the cell 
surface receptor protein HCAR. wherein the polypeptide is designated in the present application as ''PR0363 " . 

hi one embodiment , the invention provides an isolated nudeic add nK>lecule cnmprigmg DNA encoding 
a PR0363 polypeptide. In one a^)ect, tl» isolated nudeic add con^prises DNA encodh^g die PR0363 
polypeptide having amino acid residues 1 to 373 of Figa£e24(S£QIDNO:59),orisconq>lementary tosudi 
eiKX)dii^g mKdeic arid sequaK«, and remams stably bound to it u^ 
higji stringency conditions. In aiwther aspect, the isolated nudeic a;id coiiprises DNA ca^^ 
extracclhilar domain polypeptide having amino acid residues 1 to X of Figure 24 (SEQ ID NO:59) where X is 
any amino acid fipom amino add 216 to amino add 225, or is conqplementaiy to such eocoding nudeic acid 
sequence, and r^nains stably bound to it under at least moderate, and optionally, under hi^ stringency 
conditions. The isolated nuddc acid sequoice may con^prise die cDNA insert of the DNA45419-1252 vector 
dqxjsited on Fajruary 5, 1998 as ATCC 209616 which indudes Ihe nucleotide sequence encoding PR0363. 

In anodic embodiment, die inversion provides isolated PR0363 polypeptide, hi particular, the 
invention provides isolated native sequemre PRQ363 polypeptide, wt^dx in one embodiment, indudes an flTTifno 
add sequence omqffising residues 1 to 373 of Figure 24 (SEQ ro An additional embodfanait of die 

present invention is directed to an isolated extracellular domam of a PR0363 polypei^ide, wherem that 
extraceUular domain may comprise amino adds 1 to X of the sequence shown in Figure 24 (SEQ ID NO:59), 
where X is any amino add from amiiw add 216 to 225. Optionally, the PR0363 polypeptide is obtained or is 
obtain^le by expressing the polypeptide encoded by die cDNA insert of flie DNA45419-1252 vectw deposited 
on February 5, 1998 as ATCC 209616. 

9. FR0868 
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^yplicaots bave identified a cDNA clooe diat opcodes a novel polypeptide having bomology to tumor 
neoosis factor iGcei»or, wherein ihe polypeptide is ^^cdgnflt**^ in die present plication as "PR0868 

la one embodiment, die inveation provides an isolated 
a FROS68 polypeptide. In one aspect, the isolated nucleic acid conqmses DNA encoding die PR0868 
polypeptide havipg amino add residues 1 to 555 of Figure 26 (SEQ ID NO:64} , or is conqilementary to sudi 
encodii^ m^teic add sequence^ and remains stably boomd to it under at ^ moderate, and optionally, under 
hi^ stringency conditions. In aiH>ther aspect, the isolated mndek^ acid conq)rise8 DNA eaco^ 
polypqrtide having amino acid residues 1 to X of Figure 26 CSEQ ID NO:64) , v/txe^ X is any »rmnn add fiom 
amino add 343 to 352 of die sequence shown m Figure 26 (SEQ ID NO:64), or is conqylementaiy to sxidi 
encoding nudeic add sequence, and lemams stably bound to it under at least ixK)deraie, and optio^ 
h^ stringem^ conditions, la yet anodier aspect, the isolated nudeic add comprises DNA encodii^ die 
PRD868 polypeptide having amino add residues X to 655 of Figure 26 (SEQ ID NO; 64) , whoe X is ai^ aninK> 
add fiom amino acid 371 to 380 of die sequence shown in Rgure 26 (SEQ ID NO:64), or is con?>lfimentary 
to such encodinig niKsleic acid sequeiu^e, and remains stably bound to it under at least moderate, and optionally, 
under 14gh stringency conditions. The isolated rmdeic add sequexx^e may comprise the cDNA insert of the 
DNA52594-1270 vector deposited onMardi 17, 1998 as ATCC 209679 \^tohinckides die nudeotidcseqianoe 
encoding PR0868. 

In amydier emlxKiim^ die hiv^ition provides isolated PR0868 polyp^tidc. In particular, die 
invention proviites isolated native sequesice FR0868 polypeptide, ^diicb in one embodiment, includes an atdno 
oad sequence con?rri8mg residues 1 to 655 of Figure 26 (SEQ ID NO:64). In anotiier aspect, die isolated 
FR0868 polyp^tide con^jrises amino ^ residues 1 to X of Figure 26 (SEQ ID NO:64), ^rfiere X is any amino 
add fhnn amino acid 343 to 352 ofdie sequence shown hi Figure 26 (SEQ n)NO:^^ In yet anodier aspect, 
die PR0868 polypeptide con^jrises amino add residues X to 655 of Figure 26 

anano add ficomaniino add 371 to 380 of d» sequence show^ Optionally, die 

PR08^ polypqptide is otrtained or is obtainable by expressing die polyp^Jtkle encoded by die cDN A msert of 
die DNA52594-1270 vector dqiosited on March 17, 1998 as ATCC 209679* 

10- FRQ382 

Applicants have identified a cDNA clone that aico(fes a novd polypeptide having houK^logy to serine 
proteases, ^iierein die polypeptide is designated in the present education as *TR0382". 

laone embodhnent, die invaition provides an isolated imcleic acidmolecde conprising DNA eocoding 
a PR0382 polypeptide. In one aspect, die isolated nucleic acid conqxrises DNA eiKxxIing die PR0382 
polypq)tidc havipg amino acid residues 1 to 453 of Figure 28 (SEQ ID NO:e?), or is complementary to sudi 
encodmg nudeic add sequence, and remains stably bound to it imdcr at least naoderate. and optionally, under 
higji striugency coiKlitions. The isolated nucleic acid sequeiK» may conprise die cDNA insert of die 
DNA45234-1277 vector deposited on Mardi 5 , 1998 as ATCC 209654 which hichides die nucleotide sequwice 
eK»diQg PR03S2. 

In aiwdier embodimrat, the hr^emion provides isolated PR0382 polypeptide, fii particular, the 
mvention provides isolated native sequence PR0382 polypeptide, ^^diidi m one embodiment, inchides an am fan 
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add seqiKnceaMiqffisipg reside a^lditional einbodinffint of tfafi 

present invention is directed to an isolated extraceiiular domain of a PI103S2 polypeptide, widi or without the 
signal pqytide. Qptionany, the PRQ382 polypeptide is obtained or is obtainable by e^ 
encoded by the cDNA insert of the DNA45234-1277 vector dqjosited on March 5, 1958 as ATCC 209654. 

11. VROS4S 

Applicants have identified a cDNA dom that encodes a novel polypeptide having tomolo gy to meltrin, 
wherein the polypeptide is designated in die presait qipiicatian as "PR0545*. 

In one embodiment* the invention provides an isolated nudeio acid molecule con^risiog DNA encoding 
a PR0545 polypeptide. In one aspect, &e isolated nucleic acid conqnises DNA e«5oding the PRQ545 
polypeptide having swam acid residues 1 to 735 of Figure 30 (SEQ ID NO:74), or is con^ileinaitaiy to such 
encoding nucleic add sequence, and remains stably bound to it under at least moderate, and optionally, under 
higb stdngeiK:y conditions. The isolated nucleic add sequence may conqxrise the cDNA insert of the vector 
deposited on March 5 , 1 998 as ATCX! 209655 vMsh includes the nucleodde sequence encoding PR0545, 

In ano&er embodiment, ti» inventioa provides isolated PR0545 polypqnide. In particular, die 
mvention provides isolated native sequence PR0545 polypeptide, which in one embodiment, indudcs an amino 
add se^zenceco^^>rising residues 1 to 735 of Figure 30 (SEQ ID NO:74), An additional embodiment of Ite 
present invention is dkected to an isolated extracellular domain of a PR0545 polype{^ide. Optionally* the 
FR0545 polypq>dde is obtained or is obtainable by e;q>res$ing the polypeptide encoded by die cDNA insert of 
the vector deposited on Maidi 5, 19» as ATCC 209655. 

In another embodiment, the in^vention provides an e;q>ressed sequence tag (EST^ designated l^rein as 
DNA13217 con^)rismg tbe nucleotide sequeiK^e of SEQ ID NO:75 (Figure 31). 

12. PRQ617 

Applicanis have identified a cDNA clwie tiiat encodes a iwvd polypeptide having homology to CD24, 
wherein the polypq^de is designated in tiie present plication as *PR0617\ 

In one eodx)diment . the invoition provides an isolated nudeic acid molecule conqnisiqg DNA eiicodspg 
a PR0617 polypQJtide. In oce aspect, die isolated nucleic add ccmqnises DNA encoding die PR0617 
polypqrti& having anrino add residues 1 to €7 of Figure 33 ffEQ ID NO:85), or is con5)Iementary to sudi 
encodii^ nuclek add sequence, and remains stably bouiid to it under at le^ under 
bigh stringency conditions. The isolated nudeic acid sequence nay coniiwise tbc cDNA insert of the 
DNA483Q94280 vector deposited on Mardi 5, 1998 as ATCC 209656 \(iucfamdudes die nucleotide sequence 
encoding PR0617. 

Jn amrthCT cmbodhnent, die invention provides isolated FR0617 polypeptide. Jn particular, tiie 
invention provides isobted native sequence PR()617 polypqj^ 

acid sequent con^rising residues 1 to 67 of Figure 33 (SEQ ID NO:85). Optionally, tiie PR0617 polypeptide 
is obtahied or is obtainable by expressh^g die polypeptide encoded by the cDNA insert of flw DNA48309-12S0 
vectordgwsitedonMardiS, 1998 as ATCC 209656. 
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13. PRO700 

Api^icants have identified a cJ>KA clone that 
to protein disulfide isonierase, ^^lierein the poly^ "PRO700". 

In one exzibodimeat, the invention provides an isolated nucleic add molecule conqirising DNA eocodii^ 
a PR07(K) polypeptide* In one aspect, the isolated nocleic add conqwises DNA emsodiag the PRO700 
polypeptide having amino add residues 1 to 432 of Rgure 35 (SEQ ID NO:90). or is con5)Iemeniary to such 
encoding nudeic add sequence, and remains stafoly bound to it und^ at least moderate* and optionally, under 
high stnngeocy conditions. In anodier aspect, die isolflted nudeic Bad conqtrises DNA cncodii^ the PRO700 
polypq)dde having amino add residues from about 34 to 432 of Figure 35 (SEQ ID NO:90), or is 
conqilemezitary to sudiencodfflg nucleic add seqaeiice, and remains stably bound to it under at least moderate* 
and optionally, underbid stringency conditions. 11^ isolated nucldc add seqiKocem^con^rise the cDNA 
insert of the vector deposited on March 31, 1998 as ATCC 209721 which hxhides die nucleotide sequexicc 
encoding PR0700. 

Li anodic embodinrat. Ae iov^on provides isolated PRO700 polypeptide. In particular, tbs 
invention provides isolated native sequence PRO700 polypeptide, ^ch in one embodimait, hicludes an ammo 
add seqiffiMe conq>risipg residues 1 to 432 of Figure 35 (SEQ ID NO:90). In another embodiment, the 
invention provides an isolated FROaOO polypeptide absent the signal sequence, vrfiicii indudes an add 
sequence conqjrising residues from about 34 to 432 of Rgure 35 (SEQ ID NO;9^^^ Optionally, the PRO700 
polypeptide is obtained or is obtainable by expressing die pdypeptide encoded by the cDNA insert of flie vector 
deposited on Mardi 31, 1^8 as ATCC 20972L 

14. msm 

Applicants have identified a cDNA claie fliat emwdes a iwvel polypeptide havii^ homology to 
conghitinin, wherein flte polypeptide is designated in die present qjplication as •PR07Q2*. 

hione cmibodiment, die invention pn)vides an isolated nucleic a^ 
a PRO702 polypeptide. la one aspect, the isolated nudeic acid conqjrises DNA «icodh^g the PR07Q2 
polypqjtide having amino add residues I to 277 of Figure 37 (SEQ ID NO:97), or is comitonfiniary to sudi 
oicoding nudeic acid sequ^Kre, and renoains stably bound to it under at least moderate, and optionally, under 
hig^stringetK^ conditions. In anoti^ aspect, die isolated mmldc acid comprises DNA encm 
polypeptide having amino add resi^ 26 to 277 of Figure 37 (SEQ ID NO:97), nr k cftmpt^(*ntnTy to siTfh 
eiwoding nudeic ackl sequrace, and reinains stably bound to it undCT at least inoderate, and optionally, under 
high striogei^ conditions. The isolated nuddc acid sequet^ may conquise die cDNA insert of tb& 
DNA50980.1286 vector deposited on Mardi 31, 1998 as ATCC 209717 which includes the nucleotide sequence 
encoding PR07Q2. 

In anodier embodiment, die iny^ition provides isolated PR07Q2 polypeptide. In particular, die 
inventionprovides isolated native sequence PR07Q2 polypeptide, which in one embodin»nt, iiKludes an amino 
acid sequence con^ffising residues 1 to 277 of Figure 37 (SEQ ID NO:97). An additional «nbodimem of die 
preseu mvention is directed to an isolated PR07(tt polypeptide comprisii^ amino add residues 26 to 277 of 
Figure 37 (SEQ ID NO:97). Optionally, tb& PR07Q2 polypqjtide s obtained or is otaainaWe by eqwessing tiie 
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polypeptide encoded by the cDNA insert of the DNA50^ 1998as ATOC 

209717. 

15, PRQ7Q3 

^^yplicants have id en t ified a cDNA clooe that eooodes asovdpolypqMide haviQg sequence similarity 
to VLCAS, wherda the polypeptide is designated in (he piesent plication as 'FRO703 " . 

Jn one entbodiment, the inventian provides an isolated nucleic acid molecule comprishig DNA em»dii^ 
a PRO703 polypcpti<te, Jn one aspect, ttie isolated nucleic acid con^ffises DNA cncodipg the PRO703 
polypeptide having amino acid residues 1 to 730 of Figure 39 (SEQ ID NO: 102) , or is conqjlemaitary to such 
encoding nucleic acid sequence, and remains staWy bound to it under at least moderate, and optionally, under 
hi^ strii^ency conditions. In another aspect the isolated nucleic acklcornpri«fifi nMA ennAfting ifi<> vnmrrx 
polypeptide having amino add residues from about 43 to 730 of Figure 39 (SEQ ID NO:lQ2), or is 
conq)lenientaiy to such encoding nudeic add sequence, and remaiis st^ 

and optionally, nnder high stringency conditions. The isolated nudek: acid sequence may conq>rise the cDNA 
insert of the DNA50913-1287 vector deposited on Maich 31, 1998 as ATCC 209716 vMch indodes tf» 
nucleotide sequence encoding PRO703. 

En another embodiment, flie imrention provides isolated PRO703 polypeptide. In particular, the 
invoiiicm provides isolated native sequence PRO703 polypeptide, whidi in one embodiment, includes an saoino 
acid sequence con^^iising residues 1 to 730 of Figure 39 (SEQ ID N0:1Q2). Li anodier embodiment, the 
invention provides an isolated PRO703 polypeptide absent the signal seqwoce, i«*ich includes an amino add 
sequence con^rising residues from about 43 to 730 of Rgure 30 (SEQ ID NO: 102). Qi^onalfy, the PRO730 
polypeptide is obtained or is olrtainable by expressing the polypeptide effl»ded by the cDNA hisert of the 
DNA5Q913-1287 vector deposited on Mardi 31, 1998 as ATCC 209716- 

16, PR07eS 

^licants have id«itified a cDNA done that encodes a Mvd polypeptide havmg honKdogy to K- 
glypican, whaein the polypqitide is designated in the presojt application as "PRO705". 

In one embodunent, the mvention provides an isolated nwleic add molecule compd&iDg DNAem^xiixig 
a PRO705 polypeptide. In one aspect, tte isolated nucleic add comprises DNA encoding the PRO705 
polypqjtide havmg amino add residues 1 to 555 of Figure 41 (SEQ ID NO:109), or is conq^lementary to such 
encoding nudeic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
higji striugency conditions, to another aspect, ihe isolated nucfcic add con5)rise8 DNA eoco^ 
polypeptide havk^g anmio add residues abont 24 to 555 of Figure 41 (SEQ ID NO: 109), or is conq)Iementary 
to sudi OModing nudeic add sequence, and reniains stably boun^ 

under higji stringency conditions, llw isolated nudeic add sequence may comprise the cDNA insert of flie 
DNA5Q914-1289 vector deposited anK&rch31, 1998 as ATCC 209722 \N*idiuMiudes the nudeotidese^i^ 
encoding PRO705. 

In another enbodiment, the invention provi<fes isolated PRO705 polypeptide. In particular, Oie 
invention provides isolated native sequence PRO705 polypqjtide, wtas^ in one mbodiment, indudes an ammo 
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acid seqaenoeoomprisii^ residues i to 555 of Figure 41 (SEQ An additiooal embodiment of tbe 

pr^ent iovendon & directed to en isolated PROTOS pofyp^dde conq^ 

of Figure 4! (SEQ ID NO:109). Optionally, tlie PRO705 polypqrtide is obtained or is obtainable by expresmg 
tte polypeptide encoded by the cDNA insert of the DNA50914-1289 vector deposited on Mardi 31, 1998 as 
ATCC 209722. 

17. mom 

^^jplicants have identified a cDNA done that encodes a novel polypeptide having homology to tiie aryl 
sulfatases, wherein tbe polypeptide is designated in ti» presoit supplication as *PR070S". 

In one embodiment, the inveoticHi provides an isolated nndeic add molecale con^rising DNA encodiog 
a PRO708 polypq>tide. In one aspect, the isolated nucleic add comprises DNA encoding die PRO708 
polypeptide having amino add residues 1 to 515 of Figure 43 (SEQ ID NO: 114), or is cooqilemeataiy to such 
encoding nudeic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high string^icy conditions. Tte isolated nucleic add sequence may conqnlse the cDNA insert of the 
DNA4S296-I292 vector deposited on Mardi 11, 1998 as ATCC 209668 whidiinchides die nucleotide sequence 
encodix^PRO708. 

In another embodiment, the invention provides isolated PRO708 polypeptide. In particular, the 
invration provides isolated native 8equem:e PRO70S polypq^e, vAich in one endxxliment, indudes an a mino 
add sequence conqxrising residues 1 to 515 of jE^gure 43 (SEQ ID N0:114). AiKytber embodiment is directed 
to a PR07(^ polypeptide ccn^rishig residues 38-515 of the anxim add sequence 

NO:114). ()ptionally, die PRO708 poIypq>dde is obtah^ or is obtain^le e^ressic^ the polype}Aide 
encoded by flic cDNA insert oftheDNA48296-l292vcctodq)OSited on MardilU 1998 as ATCC 209668. 

18. PRO320 

Applicants have identified a cDNA done that exurodes a novd polypeptide having liomology to fitnilin, 
wherein the polypeptide is designated in ti^ present qsplication as *PRO320\ 

In oi£ embodiment, the inventionprovides an isolated nudeic acidmolecule conpising DNA emxxiing 
a PRCX320 polypeptide. In one aspect, the isolated nudeic add con^rises DNA encoding die PR032G 
polypq>tide having amino acid residues 1 to 338 of Figure 45 (SEQ ID N0:119), or is con^pldsentary to sudi 
encoding nucleic ^id sequence, and remains stably bound to it under at least moderate, and optionally, under 
14^ stringency conditions. The isolated mu^Ieic add sequence inay coo:^nise the cDNA ii^^ 
deposited on March 1 1 , 1 998 as ATCC 209670 whidi indudes die nudeodde sequoice encoding PRC)320. 

In another embodiment, tbe invention provides isolated PRO320 polypeptide. In particular, die 
mvention provides isolated native sequm:e PRO320 polypeptide, vibSsix in one embodiment, includes an ami no 
add sequence comprising residues 1 to 338 of Figure 45 (SEQ ID NO: 119). Optionally, ttie PRO320 
polypeptide is obtained or is obtainable by expressing fte pofypeptide encoded by die cDNA insert of the vector 
deposited on Marcb 11. 1998 as ATCC 209670. 
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19. PR0324 

Applicants have identified a cDNA done that encodes a novel poIypq>tide having homology to 
oxidoieductases, wherein the polypq^tide is designated in the present application as "PROSTi**. 

In one embodiment, the invention provides an isolated Qudeic acid molecule oonq>rising DKA enoodii^ 
a PR0324 polypeptide. In one aspect, the isolated nudeic acid conqsrises DNA enco<!Ong the PR0324 
polypq)tide having aniino acid residues 1 to2S9of Hgure47(S£Qn)NO:124),ori5Con9lenientary tosoch 
encoding nucleic add seqi^Dce, and remains stably bound to it under at least nioderate, and optionally, unde^ 
high stringoicy conditions. In other aspects, the isolated nudeic add conopnses DNA encoding the PR0324 
polypeptide having amino acid residues 1 or about 32 to X of Figure 47 (SEQ ID NO: 124), wbeie X is any 
amino acid from 131 to 140, or is conq^Iementary to sudi encodmg nucleic ^ sequence, and remains stably 
bound to it under at least modmte, and optionally, uiHier high stringer The isolated nucleic add 

sequeiure may coni^mse die cDNA insert of dieDNA36343-1310vector deposit^ 19^asATCC 
209718 whidi includes the niKleotide sequraxce encoding PRQ324. 

In anoth^ embodiment, the inventionprovidesisoIatedPR0324 polypeptide, in particular, die invention 
provides isolated native sequence PRQ324 polypeptide, which in one embodiment, includes an amino acid 
sequence con^)rising residues 1 to 289 of F^e 47 {SEQ ID NO:124). The invention also provides isolated 
PR0324 polypeptide comprising residues 1 or about 32 to X of Figure 47 (SEQ ID NO: 124), wfradn X is any 
amino add firom about I3M40. C^onaUy, die PR0324 polypeptide is obtained oris otrfainatble by e^^^^ 
the polypeptide encoded by the cDNA insert of the DNA36343-1310 vector deposited on Mardi 30, 1998 as 
AT(X 209718, 

20. PR0351 

.^licants have identified a cDNA done that encodes a i^vd polypeptiite having sequence simHari^ 
to prostasin, ^i^iereln the polypeptide is designated in the present plication as "PR035i*'. 

In one enibodiment, die inveaztion pro vides an isolated mideic ac^ 
a PR0351 polypqitide. In one aspect, die isolated nudeic add conq>rises DNA enoodmg the PR0351 
polypeptide haying an±K) add residues 1 to 571 of Figure 49 (SEQ ID NO:132), or is compIertKaitary to such 
atcoding nuddc add sequence, and remains stably bound to it uiuler at least moderate, and optkmaOy, und^ 
high stiingesKy conditions. In another aspect, die isolated nudeic add conqirises DNA encodiqgd^ 
polypeptide having amino add residues about 16 to 571 of Figure 49 (SEQ ID NO:132), cm: is conq>lemaitary 
to sudiencodizig nuddc add sequence, and remaiiKS stably bouiid to it under at least nuKlerate, and optionally, 
under high stringency conditions. The isolated nudeic add sequence may con^rise die cDNA insert of the 
DNA40571-1315 vector deposited on April 21, 1998 as ATCC 209784 which inchides die nucleotide sequence 
encoding PR0351. 

In aix)dier mbodiment, die invention provides isolated PR0351 poiypqitide. In particular, the 
invention provides isolated native sequence PR0351 polypq»tide, which m one embodiment, indudes an amino 
add sequence ccMX^rising residues 1 to 571 of Figure 49 (SEQ ID NO:132). In azu>tiier embodinieixt, die 
invention provides an isolated PRC^51 pdypeptide absent die signal sequence, which indudes an amino add 
sequence comprising residues fiom about 16 to 571 of Figure 49 (SEQ ID NO; 132). Optionally, die PR0351 



63 



polypeptide is obtained or is obtainable by e?q>ressipg tbe polypeptide encoded by die cDNA insert of tbe 
DNA40571-1315 vector deposited on April 21, 1998 as ATCC 209784. 

21. PRQ352 

Applicants have identified a cDNA clone ttiat encodes a novel polypq^ide having bomology to 
butyiopbilin, \riierein die polypeptide is designated in die piesent ^licadon as *FR0352" . 

ii one embodim^ die invention provides an isolated nucleic acid molecule conqirisipg DNA eicoding 
a PR0352 polype{^ide. In one aspect, die isolated nuddc add cavapnses DNA oicoding die PRQ352 
polypeptide having amino add residues 1 to 316 of Figure 51 (SEQ ID NO:137)» or is compiementacy to aich 
encoding nuddc acid sequoice, and remains std>ly bound to it under a^ under 
high 8tringexK:y conditions. Jn other aspects, the isolated mtdeic add conqnises DNA encoding die PR0352 
polypqkdde havmg amino acid residues of about 29 to 316 of Figure 51 (SEQSD NO:137), or 1 or about 29 to 
X of Figure 51 , where Ti: is ai^ amino acid from 246 to 255, or is conq)lent^^ 

sequence, and remains stably bound to it under at least moderate, and optionally, under td^ stringency 

conditions. Tl^ isoktednudeic add sequexice may comprise the cDNAinseit of the DN^ 

deposited on Mardi 26, 199S as ATCC 209703 ^fMch inchides die nudeotide seqi:»nce encodmg PR03S2. 

In another embodiment, die invention provkies isolated PR0352 i»lypepdde« In particular, the 
invention provides isolated native sequence PR0352 polypepti^ wbkh in one embodiment, indudes an amino 
acid sequence conning residues 1 to 316 of i^gure 51 (SEQ ID NO:I37). M odier embodiments, die 
invention provides isolated FRQ3S2 polyp^tide cQo^nsing residues about 29 to 316 of Figure 51 (SEQ ID 
NO:137) and 1 or about 29 to X of Figure 51 (SEQ ID NO:137), ^(lierdn X is aiQ^ 

Qi^nally, the PR0352 polypeptide is obtained or is otoinable by expressing the polypeptide encoded by die 
cDNA insert of die DNA41386-1316 vec^r deposited on March 26, 19^ as AT<X 209703. 

22. VftOm 

Applicants have identified'.a cDNA clone diet encodes a novd polypeptide haviog homology to 
imnxunophilin proteins, T^ierein the polypqitide is ^f^<gnafA^ m the pres^ ^>pIjcation as "PROGSl". 

In one embodiment, the inveotion provides an isolated middc add nK)lecule oonq[>risiQg DNA encoding 
a PR0381 polypqtide. In one aspect, die isolated nucleic add c<»nprises DNA encoding the PR0381 
polypeptide baviqg amino acid residues 1 to 211 of Figure 53 (SEQ ID NO:145), or is oHxqikmentaiy to such 
encoding nucleic add sequence, and remains stably bound to it under at least moderate, and optionally, under 
bi^ stringency conditions. In anotl^ aspect, die isoktednudeic add con^>rises DNA encoding the PRC)381 
polypeptide having amino add residues about 21 to 211 of Bgure 53 (SEQ ID NO: 145), or is con;)kmentaiy 
to such encodii^ luideic add sequence, atid reniains stably bound to it und^ 

under high stringency conditions. Tbe isolated mideic add sequence inay con^rise the cDNA insert of the 
DNA44194-1317 vector deposited on April 28, 1998 as ATCC 209808 wbidi inchides die nudeotide sequence 
encodmg PR0381. 

In another embodiment, tlie invent»m provides isolated FRCX381 polypeptuie. In particular, d^ 
inventicHi provides isolated native sequmce PR03 8 1 polypeptide, which in one embodiment, indudes an amino 
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acid sequm«conqirising residues 1 to 211 of Kgure 53 (SEQ ID Am)ther embodtoi«it is directed 

to a PR0381 frfypeptide coaling amino adds about 21 to 211 of Figure 53 (SEQ ID NO:145). Oj^ionaUy, 
the PR0381 pol^npepdde is obtaiued is obminal^ 
of tbe DNA44I94-1317 vector ^posited on April 28, 19% as ATCC 209808. 

23. msm 

Applicants have icfendfied a cDNA done that eiKX>des anovelpolypqydde havipg homology to die beta- 
2 subunit of a sodium channel, ^^^lerein the polypejitide is designate *PR0386". 

In ore embodiment, Ite invaidon provides an isolated nucleic acid molecule conqwising DNA eiKoding 
a PR0386 polypeptide. In oi» aspect, die isolated nucleic add CQn5)rises DNA encoding the PR0386 
polypeptide havii^ amino acid residues 1 to 215 of Figure 55 (SEQ ID NO: 150), or is complcmeotary to such 
encoding nucleic acid sequence, and rematos stably bound to it under at least moderate, and optionally, under 
hi^ stringaicy oonditioiK. ii another aspect, the isolated nudeic add can?)rises DNA encoding!^ 
polypeptide havmg amino arid residues about 21 to 215 of Figure 55 (SEQ ID NO: 150) or 1 or about 21 to X, 
ydiere X is any amino add from 156 to 165 of Figure 55 (SEQ ED NO:150), or is con^ementary to sudi 
encoding nucleic add sequence, and remains stably bound to it under at least moderate, andoptk>nalIy, under 
high striiigency conditions. The isolated nudeic acid sequence may compose tbe cDNA msert of the 
DNA45415-1318 vector deposited on April 28, 1998 as ATCC 209810 whidi induces die nudeotide sequoice 
eiKXKiing PR0386. 

In another cmbodiuKot, the invention provides isolated PR0386 polypeptide. In particular, the 
Invention provides isolated native sequence PR0386 polypeptide, wtadi in one embodhneat, indudes 
add sequKicecon[^risn:^g residues 1 to 215 ofKgure 55 (SEQ ID NO:150)^ Other embodiments of die present 
inveatioii are directed to FR0386 polypq>tides con^rising ammo acids about 21 to 215 of Figure 55 (SEQ ID 
NO: 150) and 1 or about 21 to X of Figure 55 (SEQ ID NO:150), wim&n Xisaxsey amhio add from 156 to 165 
ofFigure55(SEQIDNO:150). Optionany.lhePR<>386polypei>lideisobtemedoris6ta 
the polypq)tide aicodcd by die cDNA msert of die DNA45415-1318 vector deposited on April 28, 1998 as 
ATCC 209810. 

In another embodiment, die invention provides an expressed sequence tag (EST) comprising the 
mjcleotide sequoKe of SEQ ID NO: 151 which corrsponds to an EST designated herein as DNA23350. 

In aiK)d^ cnabodiment, the inv«ition provides an e^quessed sequence tag (EST) con^rising flie 
nudeotide sequence of SEQ ID NO: 152 which corrsponds to an EST designated herein as DNA23536* 

24. fRCm 

Applicants have identified a cDNA clone diat encodes a novd polypqjtide having sequence shnilariQr 
to LCAT, wberdnthepolypqMide is designated in the present cpplication as •PRO540"* 

Inone embodhnent, the iavention provides an isolated nuddc acid molecuteconqms DNA encodhig 
a PRO540 polyp^>dde. In one aspect, the isolated nudeic add con^rises DNA encodiog the PRO540 
polypeptide havipg amino add residues 1 to 412 ofFigure59(SEQIDNO:157),oriscon5)lanaitaiy tosuch 
encoding nudeic add sequence, and rmains stably bound to it under at least moderate, and optionally, under 
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high stri^geocy conditions. In aiiother aspect, the isolated sudeic add 

polypeptide having amino acid residue about 29 to 412 of Figure 59 (SEQ ID NChlST), or is CQiiq>lenientaiy 
to such encoding zuideic acid sequence, and and optionally, 

under stringency conditions* The isolated niicldc add sequence may conqdse (be cDNA msert of fte 
DNA441$9-1322 vector d^hed <HiMaich 26, 1998 tsATO: 209699 whic^hsrhides the mu^tideseq^^^ 
encodh)gPROS40. 

In another embodhnent, ttx inventioa provides isolated PRO540 polypqptide. In particular, the 
invention proYides isolated native sequence PRQ540 pdypqrt^ 

add sequeooe comprising residues 1 to 412 of Rgure 59 (SEQ ID NO:157). The mvention also provides 
isolated FRO540 polypeptide, which in <me exnbodiment, indudes an amino add sequence conoi^ 
about 29 to 412 of Figure 59 (SEQ ID NO:157). Optionally, the PRO540 polypeptide is obtamed or is 
olHamable by expressing the polypeptide encoded by tbe cDNA insert of DNA44189-1322 vector deposited 
onMardi 26, 1998 as XICC 209699, 

25. PRQ61S 

i^Iicants have i&ntified a cDNA clone that encodes a no vd polypeptide having sequence similarity 
toQii^gynn, wh»:eintfaep6!ypq7tideisdesi "PR061S\ 

In one embodiment, the invention provides an isolated niK^eic add molecule coiopisiqg DNA eocodii^ 
a PR061S polyp^tide. In one aspect, the isolated nucleic add comprises DNA encoding &e PR0615 
polypeptide havhig amino add residues I to 224 of Figure 61 (SEQ ID NO: 162) , or is con^Iementaiy to sudi 
encodictg m^eic add sequence, and remains stably bound to it m^ at least nKxk^^ under 
high stringen(7 coiulitions. In anoti^ aspect, the isolated niK;Ieic acid con^rises DNA encodmg the PR(}615 
polypeptide having amino add residues X to 224 of Hgure 61 (SEQ ID N0:1G2)» where X is any amino add 
&om 157 to 166, or is ccm^lementaiy to such encodmg nucleic ^aad sequence, and remains stably bound to it 
under at least moderate, and (^tionaUy, under high stringency coiiditiois. The isolated mideic acid sequence 
may conqirise the cDNA insert of the DNA48304-1323 vector deposited on Apdl 28, 1998 as ATCC 209811 
which inchides the nudeotide sequence encodmg PR0615. 

In another embodiment, the invention provides isolated PR0615 polypeptide* In particular, the 
invention provides isolated native sequrasce PR061 5 polypqilMe, which in one emhodin^nt, indudes an amino 
ackl sequence conq^rising residues 1 to 224 of Figure 61 (SEQ ID NO:162). An additional embodinoent of the 
presoit invention is dhected to anisoIatedextracelhilardomainofaPR0615polyp^de which conq»ri^ amino 
acid residues X to 224 of Figure 61 (SEQ ID NO: 1 62), where X is any amino «dd from 157 to 1 66 of Figure 
61 (SEQ ID NO: 162). Optionally, the PR06I5 polypeptide is obtained or is obtamable by e^essing die 
polypeptide «Kxxied by the cDNA insert of the DNA48304-1323 vector deposited on April 28, 1998 as ATCC 
209811. 

26. FR0618 

Ai9)Iicant8 have identified a cDNA done that encodes a novel polypq>tide havmg sequence sumlarity 
to enteropeptidase, ^^i^rdn the polypeptide is designated m Oe presoxt application as *PR0618''. 
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Iq oxie embodimem, the iinreo^ 
a PR0618 polypeptide, ia one aspect, the isolated nudeic add ccmipnses DNA encoding tbe FR0618 
polypeptide lu^ving amino add residues 1 to8Q2ofFiguie63(SEQIDNO:l^,or{s(x>ix9leinentaxy^ 
enpodiog nucteic add seqaeace, and reoiaiDS stably bouiul to it iznder at least moderate^ and optionally » mder 
hi^ stringency conditions. Inanodief aspect, the isolated nucleic add cotzq)rises DNA. encoding 
exnracellular domain of a PR0618 polypeptide havitig amino add residues X to 802 of Figure 63 (SEQ ID 
NO:I69), vbere X is any amino add from 63 to 72 of Figure 63 (SEQ ID NO:169}, or is conq)lementaiy to 
sudl m^odiog nucleic acid sequence, and remains stably bouiuf to it under at least moderate, and optionally, 
under high string^Ky conditions. The isolated nuddc add sequence may conqxrise die cDNA insert of the 
DNA49152-1324 vector deposited on April 28, 1998 as ATCC 209813 which inchides the nudeotide sequence 
encoding FR0618. 

In another embodiment, the invention provides isolated PR0618 polypeptide, hi particular, die 
invention provides isolated native sequence PR0618 polyp^tide, v^iidi in one embodiment, includes 
acid sequence conq>risiQg residues 1 to 802 of I^gure 63 (SEQ ID NO:169). An additional embodiment of the 
present invention is directed to an isolated extracellular domain of a FR06 18 polypqstide con^zising amino add 
XyySOl where X is any amino add &om 63 to 72 of Hgure 63 (SEQ ID NO: 1 69). Optionally, the F!R06 1 8 
polypeptide is obtained or is obtamable by e^qnnessing the polypeptide encoded by the cDNA insert of the 
DNA491S2-1324 vector deposited on April 28» 1998 as ATCC 209813. 

In another embodiments the invention provides an e]q)ressed sequence tag (EST) oonqirisixig the 
nucleotide sequence of SEQ ID NO:170, ^igoated herein as DNA35597 (see Figure 64). 

27. FR0719 

A{^licants have identified a cDNA done that encodes a novel polypeptide having homology to 
l^>oproteinlqxaseH, wherein the polypeptide is designate *PR07I9". 

In one ^nbodiment, the invention provides an isolated mKtleic ^id molecule oon^nising DNA encoding 
a PR0719 polypq)tide. In one aspect, the isolated nucleic add con^rises DNA ernxxiiog die PR0719 
polypeptide having amino acid resichies 1 to 354 of Figure 66 (SEQ ID NO: 178), or is con^lementary to sudi 
encoding nucldc add sequ^ice, andrenminsstahly bound to it uxader at least ofioderate, and optionally, under 
higli stringency conditions. In anodKX aspect, the isolated micleic add coiz;>rises DNA encodii^ 
polypeptide having amino acid residues about 17 to 354 of Figure 66 (SEQ ID NO:178), or is oon^Iementary 
to such encoding zmcleic acid sequence, and remains stably bound to it itnder at least moderate, and optionally, 
under hi^ stringency conditions. Hie isolated nucleic acid sequence may comprise ttie cDNA insert of the 
DNA49646-1327 vector deposited ouMaxch 26, 1998 as ATCC 2()9705whidimdudes the nucleotide sequence 
encoding PR0719. 

hi anotiier embodiment, die nwention provides isolated PR0719 polypeptuie. In particular, the 
invention provides isolated native sequence PR0719 polypqttide, "w^iich in one embodiment, includes an fttninn 
acid sequence conqyrising residues 1 to 354 of Figure 66 (SEQ ID NO:178). In another ernbodhnratt, the 
invention provides isolated PR0719 polypeptide ^*tidicon?>rises residues about 17 to 354 of Figure 66 (SEQ 
ID NO: 178). <)ptionally, the PR0719 polypeptide is obtained or is obtainable by expressing the polypqjtide 
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encoded by liiecDNA insert of die DNA49646-I327vecto 1998 as ATCC 209705. 



28* PRQ724 

A{^licaQt5 have identified a cDNA done that oicodes a novel polypepti^ hsmg homology to ttie IDL 
rec^tor, wherein tiie polypeptide is designated in tiiepies^ "PR0724'. 
5 In 01^ embodiment, the invention provides an isolated nacleic add molecule conqnisiog DNA encoding 

a PR0724 polypeptide. In one aspect, the isolated nacleic acid conqds^ DNA eocfOisg the PR0724 
polypeptide having amino acid residues 1 to 713 of Flgoie 68 (SEQ ID NO:183X or is conqiiementaiy to sudi 
encoding nucleic add sequence, andrmains stably bound to it umkr at least moderate, aiui optionally, under 
14gh stripgency cox^itions. M another aspect, isolated nudeic add coxcpises DNA encoding a sobable 
10 PR0724 polypeptide havipg amino acid residues 1 to X of Rgure 68 G5EQ ID NO: 183) where X is any amino 
add from amino add 437 to 446, or is conqdementaiy to such enoodii^ nucleic add sequence, aiKl remaiis 
^ staUy bound to it under at least inoderate, and oi^ionaQy, under hi^ str^ Theabovetwo 
^ polypeptides may eidier possess or not possess the signal pq>tide. The isolated micleic acid seqimice may 
o(m?*rise fee cDNA insert of the DNA4963M328 vector dqxwited on April 28, 1998 as ATXX 209806 whidi 

P4 15 indudes the nudeotide sequeiK:e encoding PR0724* 

■ 

In anodier enibodiment, the mvention provides isolated PR0724 polypqidde. In particular^ the 
a invention provides isolated native sequence PR0724 polypq>tide, which in one embodiment, indudes an amino 

^ add sequence ccm^nisiflg residues 1 to 713 of Figure 68 (SEQ ID NO:183). In another embodiment, the 
^ invention provides isolated soluble PR0724 poiypq»tide. In particular* the invemion provides isolated soluble 
y 1 20 PR0724 polypeptkie, ^^lich in one embodiment, includes an amino add sequence con^rising residues 1 to X 
^ of Figure 68 (SEQ ID NO:183), whereXis any anmso add&om437 to 446 of &e sequence shown in Rgure 
68 (SEQ ID NO:183). Optional^, the PR0724 polypeptide is obtained or is obtainable by cj^oessmg the 
polypeptide encoded by the cDNA insert of ^ DNA4963M328 vector dqosited on April 28, 1998 as ATCC 
209806. 
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29. PR0772 

ApplicasxSs have identified a cDNA done diat encodes a novel polypeptide having homology to A4 
protein, wherein flie polypeptide is designated in tiie present application as "PR0772". 

In one embodim^ tise invention provides an isolated nudeic acid molecule con^xrisiiig DNA encodmg 
30 a 1^0772 polypeptide. In one aspect, die isolated nucleic add con^rises DNA encoding die PR0772 
polypei^de having anuno add residues Ito 152ofFigure70(S£QIDNO:190),orisconq2lementary tosuch 
encoding nucleic SK^id sequence, and remains stably bound to it under at least moderate, and optionally, under 
h^ stringency conditions. In other aspects, the isolated nudeic add comprises DNA encoding tbs PR0772 
polypeptidehaving amino add residues I to X of Figure 70 CSEQ ID NO:190), Vifbm X is any amiiK) add from 
35 21 to 30 of Figure 70 (SEQ ID NO:190), or is oon9)Ieoientazy to such encodiog nudeic add sequence, and 
remains stably bound to it under at least modmte, and optionally, under h^ stringency conditions. The 
isolated nudeic add sequence may conqxrise the cDNA bsert of die DNA49645-1347 vector deposited on>^iril 
28. 1998 as AT(X; 209809 which includes die nudeotide sequence encodip^ 
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In aoother exnbodiiQesit, the ioveotion provides isolated PR0772 polyp^dde. In particular, Ite 
invention provides isolated native sequence PR0772 polypeptide, which in one embodiinent, includes an amino 
ackl sequence conqmsing r^dues 1 to 152of Figure 70 (SBQ ED NO: 190). Additional embodiments of die 
present invention are directed to FR0772 polypq>tides conq)xising amino adds 1 to X of Figoie 70 (SEQ ID 
NO:190), where X is any amino acid firom 21 to 30 of Figure 70 (SEQ ID NO:190). Optionally, the FR0772 
polypeptide is obtaii^d or is obtainable by expressing the polyp^tide mxxied by the cDNA msert of the 
DNA49645-1347 vector dqxwited m April 28, 1998 as ATCC 209809. 

In another embodiment* the invention provides an e^qpressed sequence t£^ (EST) designated herein as 
DNA43509 con^rising the nucleotide sequeEK;e of SEQ ID N0:191 (Figure 71). 

30. PRQ8S2 

Apidicants have identified a cDNA done that encodes a novel po^p^tide having homology to various 
protease enzymes, wherein the polypeptide is designated in the present plication as ''PR0852''. 

Inoneemibodiment, the invention provides an isolated nucleic add noolecule comprising DNA encoding 
a PR08S2 polypeptide. In one aspect, tiie isolated nucleic acid comprises DNA emxxKng &e PR0852 
polypqKide having ammo add residi^ 1 to 518 of Figure 73 (SEQ ID NO: 196), or is conq>lensentary to such 
encoding nucleic add setpience, and tenudns stably bound to it under at least moderate, and optionally, under 
high strin^ncy conditions. In other aspects, die isolated nucleic add conqirises DNA encoding 
polypeptide havhig anuno add residues about 21 to 518 of I^gure 73 (SEQ ID N0:196) or 1 or about 21 toX 
of Figure 73 (SEQ ID KO:196) where X is azxy ammo add from amim add461 to amnio add 470 of E^gare 
73 (SEQ ID NO:196), or is conq>lenientary to such encodiiig nucleus acid sequence, and remams stably bound 
to it junder at least moderate, and <^^nally, imder hig}i stringency conditions. The Elated niK;leic acid 
sequeiTO may comprise the cDNA insert of&eDNA45493-1349 vector deposited on 1998asA'rcC 
209805 whidi includes die nucleotide sequence OKXKiii^ PR0852. 

In another embodhn^ the hiventbn provides isolated FR0852 polypeptide, hi particular, the 
invendon provides isolated native sequence PR0852 polypeptide, vMct in one embodunent, inchides an amino 
add sequence con^risiog residues 1 to 518 of Figure 73 (SEQ ID NO:196)« IxK^herembodimoics, the PR0852 
coni^es ammo adds about 21 toaminoadd518of Figure 73 (SEQ ID N0:19Q or amino adds lor about 
2 1 to X of Figure 73 (SEQ ID NO: 1 96), where X is any amino add fiom ammo add 461 to amino add 470 of 
Figure 73 (SEQ ID NO: 196). OptionaUy, die PR0852 polypqstide is otoined or is obtainable by 
the polypeptide encoded by the cDHA insert of tibe DNA45493-1349 vector deposited on April 28, 1998 as 
ATCC2(»805. 

31. PR08S3 

Applicants have identified a cDNA clone diat encodes a novel po]ypq>tide having sequence similarity 
to reductase, wherein the polypqrtide k designated m the present plication as "FR0853". 

In one embodiment, die invention provides an isolated nudeic add molecule con;)rish% DNA encodnig 
a PR0853 polypeptide. In ox» aspect, the isolated nudeic add con^rises DNA encodh^ the PR08S3 
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polypeptide having amino acid residues 1 to 377 of Figure 75 (SEQ ID NO:206)» or is co!n>lemeatary to such 
emxHliog nucleic add sequence, and resnains stably bound to it under at least moderate, and optionally^ under 
hi^striqgency conditions. In anotiieraspect^ the isolated mzclexc acid conqd^ 

polypq^de having amino add residues about 17 to 377 of Rguie 75 (SEQ ID NO:206), or is con5)lenienlaiy 
to such encoding niK^ldc add sequence, and remains stably bound to it u^ 

uzuier high striogency conditions. The isolated mtdeic acid sequence may con^trise the cDNA inseit of the 
DNA48227-1350 vector dqwsited on^^itil 28, 1998 as ATCC 209812 vAadb inchides flie nucleotide sequence 
encoding PR0853. 

In anotb^ embodmi^, the inventioai provides isolated FR0853 pdypef^ide. In particular, the 
hiventiaii provides isolated native sequence PR0853 polypeptide, vMdti in one embodiment, imshides an amino 
acid sequence comprisipg residiKs 1 to 377 of Figure 75 (SEQ ID NO:206), fii anofter mbodiment, ^ 
inveodon provides an isolated PR0853 polypeptide absent the signal sequence, which in cf^vffi? an amino acid 
sequence conqaising residues frwn about 17 to 377 of Figure 75 (SEQ ID NO:206). Optionally, die PR0853 
polypeptide is obtained or is obtainable by e^ipressiog Ihe polypeptide encoded by ^ cDNA insert of the 
DNA48227-1350 vector deposited on Apnl 28, 1998 as ATCC 209812, 

32« PR086D 

Applicants have identified a cDNA done diat encodes a novel polypqitide having sequence similari^ 
to neuro&sdn, wherein die polypeptide is designated in ^ TRO860*'. 

In oneembodhnent, die isvendon provides an isolated nuddc add molecule ccxx^nish^ DNA encoding 
a PRO860 polypqrtidc* In one aspect, the isolated nucleic acid conqnises DNA encodirjg die PRO860 
polypeptide havii^g amino add residues 1 to985ofFigure77(S£QIDNO:211),ori5conq>lementary losuch 
emsoding nuddc add sequence, and remains stably 

higli stringency conditions. In another aspect, the isolated mK^ldc add conqmses DNA enc^ 
polypq^de having amino add residues 1 to X of Hgure 77 (SEQID N0:211), i?rfiereX is any amino add fiom 
443-452 of Figure 77 (SEQ ID N0:211), or is con:q>lementary to such encodii^ nuddc acid sequence, and 
remains stably bound to it under at least moderate, and optionally, under higji stringency conditions. The 
isolated nuddc acid sequence may comprise die cDNA ins»t of die DNA41404-1352 vector deposited on May 
6, 1998 as ATCC 209844 whidiiiududes die nucleotide sequence encoditigPRO^ 

In anodier embodiment, the hxvention provides isolated FRO860 polypqitide, la particular, the 
invention provides isolated native sequence PRO860 polypeptide, which in one onbodiment, indudes an amino 
acid sequence conqsrising residues 1 to 985 of Figure 77 (SEQ ID N0:211), In anodj«r embodhnent, die 
invention provides an isolated PRO860 polypeptide i^iliidi 

1 to X of Figure 77 (SEQ ID N0;211). wbexe X is any amino add residue ftom 443 to 452 of Figure 77 (SEQ 
ID N0:211). (^onally, die PRO860 polypeptide is obtamed or is obtainable by e3q)ressmg die polypeptide 
encoded by tte cDNA insert of die DNA41404-1352 vector deposited on 6, ^ 

33- FR0846 

Applicants have identified a cDNA dor» that encodes a novd polypqrtidc having sequence similarity 
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to CMRF3S, wberem the polypq^ is designated in the present plication as "FR0S4C 

in one embodiment, the iovcotionprovutes aa isolated nucleic acid noolecule oon^)xising DNA encoding 
a PR0846 polypeptide. In one aspect, the isolated nocleic add ocrnqxrises DKA oicodiog the PROS46 
polypqnide haviog amino add residues i to 332 of Figure 79 (SEQ ID N0:2 1$) , or is CQnq)lementaiy to such 
encoding nucleic add sequence, and remains stably bound to it under at least moderate, and ofdionaQy^ under 
high strin^ncy conditions. In od^ aq>ects, the isolated nucleic add con^Hises DNA eoooding die FR0846 
polypeptide having amino add residues about 18 to 332 of Hgure 79 (SEQ ID NO:216) or 1 or about 18 to X 
of SEQ ID NO:216, where X is any amino add from 243 to 252 of Figure 79 (SEQ ID N0^16), or is 
coxiq>len3eataiy to sucli eiKX)d2ng xiiKleic add sequence, axid 

and opdonally » under tn^ stringency conditicms . The isolated nucleic add sequexK^ may conqxrise the cDNA 
msert of the DNA44196-1353 vector dqxksited on May 6, 1998 as ATCC 209S47 which inchules die nudeotide 
sequence encoding FR0846. 

la anodier mbodtment, die inv^tion provides isolated PR0846 polypeptide. In particular, die 
invention provides isolated native sequence PR0846 polypqitide, in one embodiment, indudes an ft yyi in o 
add sequence con^rising residues 1 to 332 of Figure 79 (SEQ ID NO:216}. In other emtbodimeots, die 
invention provides an isolated PR0846 pofypq>tide absent die signal sequence* which f^^ii i d^ an aminn add 
sequence conqnisi^g residues from about 18 to 332 of Figure 79 (SEQ ID NO:216). Additional mbodimoits 
ofthe present invention are directed to an isolated PR0846po^pqptidecoiiq^ 1 orsSxm 18 

to X of Figure 79 (SEQ ID N0:21Q, v*ere X is any mono add from 243 to 252 of Figure 79 (SEQ ID 
NO:2I6). Optionally, the PR0846 polypepdde is obtained or is obtainable by expressing die polypeptide 
encoded by dw cDNA insert of die DNA44196-1353 vector deposited <m 6, 1998 as ATCC 209847. 

34. PR0862 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence similari^ 
to lysoryme, ^toein die polypeptide is designated in die presrat qjplication as ''PR0862". 

Jn one embodiment, die invention provides an isolated nudeic add molecule con^dsipg DNA encodiog 
a FR0862 polypeptide. In one Bsgoet^ die isolated nuddc add conqirises DNA encoding ib& FR0862 
polypqidde having amino add residues I to 146 of Figure 81 (SEQ ID NO:221), or is oonQ)lementary to such 
encodii^ nucleic add sequaice, and remams stably bound to it under at least moderate, and opdonally, under 
high stringency conditicms. In anodier aspect, die isolated nucteic add oonqxrises DNA encodit^di^ 
polypeptide having amino add residues about 19 to 146 of Figure 81 (SEQ ID NO:221)» or is complementary 
to such encodmg nucldc add sequence, and remains stably bound to it umfer at least moderate , and optionally, 
under high stringency conditions* The isolated nucleic add seq^ienoe may compose the cDNA insert of the 
DNA52187-1354 vector deposited on May 6, 1^8 as ATCC 209845 whicb hidudes die nudeodde seqi^nce 
emxxiing PR0862. 

in anodier embodiment, die inventian provides isolated FR0862 polyp^de. In particular, die 
invention provides isolated native sequence PR0862 polypeptide, whidi in one embodiment, indud^ an taninn 
and sequence con:5)rising residues 1 to 146 of Figure 81 (SEQ ID NO:221)» In anodier embodiment, die 
invention provides an isolated FR0862 polypeptide absent die signal sequence, whidi indudes an amiivt add 
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sequence ccmqaisii^ residues from Optionally, flie PR0862 

polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA inscErt of the 
DNA52187-1354 vector deposited on 6, 1998 as ATCC 209845. 



35- PR0864 

5 Applicants have idoitiiied a cDNA done that encodes a novd polypeptide haviqg sequence similanty 

^ to Wnl-4. wherein the polypeptide is designated in the present aH)I^^ 

In one embodiment, the invention provides an isolated nucleic acid molecole compdsmg DNA encodxQg 
a PR0864 polypeptide. Jh one aspect, the isolated nucleic acid con^rises DNA eiu^odiag the PR0864 

10 polypeptide havhig amino acid residues 1 to 35 1 of Hgure 83 (S£Q ID NO:226}, or is con^lementary to sudi 
encoding nuddc add sequence, and remains stably bound to it under at leas t moderate, and (penally, under 
bi^ stringency conditions. In am)ther aspect, the isolated nucleic add ocm^rises DNA enco^ 
polypeptide having amino add r^idues about 23 to 351 of Figure 83 (SEQ ID NO:226), or is complementary 
to sudi encodizsg nudeic acid sequence, aikl remains stably b(»md to it under at least moderate, and optionally » 

15 nnd^ high stringency conditions. The isolated nudeic acid sequence may conq>rise die cDNA insert of the 
DNA48328-I355 vector dqwsited on May 6, 1998 as ATCC 209843 yfMch indudes the nucleotide sequemse 
encodmgFR0864. 

In amther embodiment, the invention provides isolated PROS64 polypeptide. In particular, the 
invention provides isolated native sequence PR0864 polypq>dde, which m one embodim^ includes 
20 acid sequcnoe conq^rishig residues 1 to 351 of F^ure 83 (SEQ ID NO:226). In another frmTio^iiT^ynt, tite 
invention provides an isolated PRC%64 polypqitideabsent the signal sequence, ^i^iidi indudes an fltmnn add 
sequence comprising residues from aJ)o«t 23 10 351 of Figure 83 (SE^ Optionally, the PR0864 

polypeptide is obtained or is obtainable by caressing the polypeptide encoded by the cDNA insert of the 
DNA48328-1355 vector ^posited <m May 6, 1998 as ATCC 209843 . 

25 

36, PR0792 

Applicants have id^itifled a cDNA done that encode a iK)vd polypeptide having homology to CD23 , 
wherein die polypeptide is designated hi tte present i^jpHcation as TR0792\ 

In cm embodiment, the invention provides an isolated nudeic acid molecule con^prisipg DNA encoding 
30 a PR0792 polypq)tide. In one aspect, the isolated nuddc acid co^^)rises DNA encoding the PR0792 
polypq)tide having amino add tesidoes 1 to 293 of Figure 85 (SEQ ID NO:231), or is con^ylementary to sudi 
encoding nudeic add sequence, and remains stably bound to it under at least mod^ate, and optionally, under 
higji stringency conditkms- In another aspect, the isolated nuc 

polypeptide having amino acid residues X to 293 of Figure 85 (SEQ ID NO:23 1) y/bere X is any aminfi add 
35 &om 50 to 59 of Figure 85 (SEQ ID NO:23 1), or is conq)lementary to such encoding ctKldc add sequaioe, and 
remams stably bound to it under at least moderate, and opdonally, under high sttingeaacy conditions. The 
isoiated nncldc add sequence may conq)rise die cDNA insert of the DNA56352- 1 3 58 vector deposited on May 
6, 1998 as ATCC 209846 ^iiidi include die nucleotide sequence ena 
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In anotfaer onbodiment, invention picvicka isolated PR0792 poIypq>tide« In particular* the 
niventian provides isolated native sequaice PR0792 polypeptide , vMdi in one embodiment, izK:Iudes an flmfrin 
add sequemseconqmsii^ residues 1 to 293 of Rgure 85 (SEQm An additional embodim^ of the 

present invention is directed to PR0792 polypeptide conqaising amino acids X to 293 of Hgure 85 (SEQ ID 
NO:231), where X is any ammo acid ftom 50 to 59 of Figure 85 (SEQ ID NO:231). Optional^, the PR0792 
polypeptide is obtaii^ or is obtamabie by expressing the polypeptide encoded by the cDNA insert of die 
DNA5635M358 vector deposited wi 6. 1998 as ATCC 209846, 

37. PR0866 

Applicants have identified a cDNA done that encodes a novel polyp^idde having honK>logy to mindin 
aiui spondin proteins, wherein the pniypepHrfp ift rfpfti^nflt^ in ^hff immt aprliratiqn as "PR0866'', 

In one embodiment, the inventionprovides an isolated nucleic add molecule ootxqyristng DNA encodixig 
a PR0866 polypeptide. In one aspect, the isolated middc add oonqjrises DNA encoding the PR08$6 
polypeptide haviqg ammo acid residues 1 to33I of Flgare87(S£QIDNO:2369,oriscon;)kmentaxy tosudi 
encoding nudeic add sequence, atid remains stably bound to it under at le^ and optionally, under 

high stringency conditions. In anotfaer aspect, the isolated nucleic acid conqnises DNA encodmg the P^ 
polypqrtide having amino acid residues about 27 to 229 of Figure 87 (SEQ ID NO;236), or is conqjlemeaitaiy 
to such encodiiig nudeic add sequence, and remains stably bound to it under at least nusdeiate, and optionally, 
under high stringency conditions. The isolated nudeic acid sequence nmy ccmq>rise the cDNA insert of the 
DNA5397W359 vector dq)Osiled on April 7. 1998 as ATO: 209750 vrfiich mdudcs the nucleotide 
eQCodQ2gPR0866. 

In another embodhnent, the invention provides Isolated PR0866 polypeptide. In particular, tiie 
inventionprovides isolated native sequence PR0866 polypqitidc, whidi iaone «nbodiiMiit, htthides 
acidscquei«»conqwisingresidueslto331ofHgure87(SEQIDNO:236). Anotiier embodinwnt of fiie present 
inventk>n is directed to PR0866 polypeptides con^n^g annno acids about 27 to 331 of Figure 87 (SEQ ID 
NO:236). Oj^ionally, the PR0866 ^lypepddt is obtained or is obtamabie by ejEpiessmg the pdypqrtide 
encoded by the cDNA tosert of the DNA53971-1359 vector deposited jcm ApnL 7, 1998 as ATCC 209750, 

38. PR0871 

Applicants have identified a cDNA clone that encodes a novd polypeptide having hx»nology to CyP-^, 
wherein the polypqrtide is designated m the present plication as "PR0871". 

In one etnbodhn^ the invention provides an isolated nudeic add molecule oonq^h^ DNA wnvwiitig 
a PR0871 polypeptide. In one aspect, tiie isolated mwldc add con?>rises DNA encodipg the PR0871 
polypeptide havmg ammo acid residues I to 472 of Rgure 89 (SEQ ID NO:245), or is conq>lementary to such 
encodii^nucldc add sequence, and remains stably bound to it under at least moderate, aM optionally, under 
higjistrii^^ncyamditions. Li other aspects, die isolated nucfcic acid con^ffises DNA encoding the PR^ 
polypeptide having amino add residues about 22 to 472 of Figure 89 (SEQ ID NO:245), or is con^Iementaiy 
to such encoding nuddc add sequoice, and remahis stably bouxui to it uiKler at kast moderate, and oi^ionally, 
under high stringeoQr coialitions. The isohtfednucldc add sequence rnayam^wisefltecDNA insert of the 
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DNA5Q919-1361 vector deposited on May 6, 1998 as ATCC 209848 wbich includes ttie nucleotide sequence 
encoding PR087L 

In another embodmKnt, the invention provides isolated FR0S71 polyp^^e. In particular, the 
invention provides isolated native sequence PR087 1 polypeptide, which in one embodiment* tndo ^fs an amino 
acid sequence con^^rish^ residues 1 to 472of Figure 89 (SEQ ID NO:245). An additional enoboi^ment of the 

present mventkm is directed to PR0871 pQlypgtfidee flfHnprism^ ammn arirlR ah^rt n fti 477 fff Pigtny g9 (SEQ 

R)NO:24S). Qj^ionaliy, tiie PR0871 polypqytide is obtaii^ 

encoded by fl»cDNA insert of the DNA50919-1361 vector deposited on May 6, 1998 as ATCC 209848. 

39. PROg73 

Aps^cants have identified a cDNA done diat mxxles a novel polypeptide having homology to 
carboxylesterase, ul^rein the polypeptide is designated in the present application as "PR0873", 

Inone embodinKnt, (he invention provides an isolated nudeio acid molecule conqxrising DNAencodiiig 
a PR0873 polypeptide. In one aspect, the isolated nucleic ^ conqnises DNA encoding the PR0873 
polypeptide having amino acid residues 1 to 545 of Figure 91 (SEQ ID NO:254) , or is con^lementary to such 
encoding nudeic add sequence , and remains stably bound to it under at least moderate, and optionally, under 
h^ stringency conditions, hi ofter aspects, the isdated noddc add conqmses DNA encodmg (he PR0873 
polypeptide having amhK> acid residues about 30 to about 545 of Figure 91 (SEQ ID NO:254}, or is 
conqilensentary to such encoding nucleic add sequnK:e, and remains sta^ 

andoptionally,anderhig^striQgen(7 conditions. The i^Iated nucleic add sequetsce may conqzrise the cDN^ 
insert of the DKA44179-1362 vector deposited on May 6, 1998 as ATCC 209851 which indudes the nucleotide 
sequem)e encoding PR0873. 

In anodier enibodiment, the invention provides isolated PR0873 polypeptide. In particular, the 
hxvention provides isolated native sequence PR0873 polypeptide , which in one embodiment, JoidQte an gmiTin 
acid sequence compriskig residues 1 to 545 of Figure 91 (SEQ ID NO:254). Additional embodunents of die 
presem invention are directed to PR0873 polypq>tide8 con^risujg aniin^ 

91 (SEQ ID NO:254). Qptionalty, die PR08B polypeptide is obtaii»d or is obtahable by eaqwessing tte 
polypeptide encoded by the cDNA insert of the DNA44179-1362 vector deposited on May 6. 1998 as ATCC 
209851. 

40. PRO940 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to CD33 
and OB binding proteia-2, wherein the polypeptide is designated in the present plication as "PRO940". 

Li one embodiment, the mv^ition provides an isolated nudeic arid molecule compnsmg DNA encoding 
a PRO940 polypeptide. In one aspcd, (he isolated nucleic add conqoises DNA encodmg &e PRO940 
pdypeptide having amino add residues 1 to 544 of Figure 93 (SEQ ID NO:259), or is complementary to such 
^icodtQg nudeic acid sequem:e, and remains stably bound to it uzider at 1^^ and of^ionally, under 

high stringency conditions* in other aspects, the isohtednncleic add conq>rises DNA encoding the FRC>^ 
polypqrtide havhig amino add residues about 1 6 to 544 of Figure 93 (SEQ ID NO:259) or 1 or about 16 to X 
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of Figure 93 (SBQ ID NO:259), where X is amino add &om394 to 403 of F«ore 93 (SEQ ID NO:259), 
or is coi]:q>lenimtary to sudi encoding nodeic acid sequence, and remains stably bound to tt untter at least 
moderate, ami optionaUy, under high stringency amditions. Tt^ isolated mideic add sequence may conqirise 
the cDNAmsert of the DNA5400^1367 vector dq»sited on 1998 as AIXX 209754 which indudes 

the nucleotide sequence encoding PRO940. 

5 

In another embodiment, the invention provides isolated PRC)940 pc^pcptide. in particular, tte 
mvention provides isolated native sequence PRO940 polypeptide, vAidi in one embodiment, includes an amino 
add sequence con^ttismg residues 1 to 544 of Figure 93 (SEQ roN0:2^ OthCTembodhnents of die present 
mvention are directed to PRO940 polypeptides comprisi^ 
10 NO:259) <»• 1 or about 16 to Xof Figure93 (SEQID NO:259). wbm X is any amino add from 394 to 403 of 
^ Figure 93 (SEQ ID NO:259). OpdonaUy. the PRO940 pofypeptide is obtained or is obtainabte by e;^ 
^ thepolypq>tideencoded by thecDNAinsertof die DKA540Q24367 vector dQ)o^ 1998asATCC 
^ 209754. 

m 

fUl5 4L PR0941 

^licants have identified a cDNA done diat mxxJes a novd polypqrtide having homology to a 

= cadherin protein, ^^iierein the polypeptide is designated in the piesent plication as W 

^ InoneembodlnKint^theinvemionpmvidesanisola^ 

a PR0941 polypeptide. In one aspect, the isolated nucleic acid couples DNA encoding the PR0941 

^20 polypq>tide havipg amim) acid residues 1 to 772 o f Figure 95 (SEQ ID NO :264) , or is oon^lenMnlary to such 

^ encodii^ nucleic add sequence, and remahis stably bound to it under at least moderate, and optionally, under 
hifiji stringency conditions. In oflieraspecte, the isdated nucleic add conqiris^ 
polypeptide havhig amino add residues about 22 to 772 of Figuic 95 (SEQ ID NO 

of Figure 95 (SEQ ID NO:264), where X is aiQ^ ammo add ftom 592 to 601 of Figure 95 (SEQ ID NO:264), 
25 or is conq>lemaitary to such eixxxiing nudeic add sequence, and remains stably bound to it under at least 
UMderate, and (^rtionalfy, under high stri^geIK:ycondition^^ The isolated nucleic add sequence may conqjrise 
dte cDNA insert of the DNA53906-1368 vector dq[)osited on April 7, 1998 as ATCX: 209747 whidi iiKludes 
the nucleoticte sequence encoding PR094L 

In another embodmffint, tfie hnrentiOT provides isolated PR0941 polypqitide. In particular, Ae 
30 invention provi^fes isolated native sequence PR0941 polypeptide, ^ch m one embodnnent, indudes an anuno 
a5idsequem:econqttisii?g residues 1 to 772 of Figure 95 (SEQ ID NO:264). Additional embodhnents of the 
present invention are directed to PR0941 polypeptides whidi con^jrise amino add about 21 to 772 of Figure 
95 (SEQ ro NO:264) or 1 or d)om 22 to X of Figure 95 (SEQ ro NO:264), where X is any amhm 
592to«)lofFigurc95(SEQIDNO:264). Optionally, the PR094I polypeptide is obtahied or is obtainable 
35 by expressing the polypeptide encoded by the cDNA insert of die DNA53906-1368 vector deposited on April 
7, 19*asATCC209747. 

M another embodiment, the mvention provides an expressed sequence 
DNA<415 con5>rising the nudeotide sequence of Figure 96 (SEQ ID NO;265). 
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42. PR0944 

Applicants have ideodEed a cDNA dozze that eo£odss a xiovel polypeptide having homology to 
OostridiQni perfripgeos enterotoxin ieoe|Aor (CPE-R), vfbsx^ fhe polypeptide is designated in the pieseot 
plication as "FR0944'*. 

hi one embodiment, the inveodan provides an isolated nucleic acid molecule oonqnisiag DNA encoding 
a PR0944 polypeptide, hi ooe aspect, ihe isolated mideic add conpises DNA encoding die PR0944 
polypeptide having amino acid residues 1 to 21 1 of Rgure 98 (SEQ ID NO:270X or is coovlementaiy to $och 
encoding nucleic add sequezice, and remains stably bound to it unto at least moderate, and optionally, under 
high strin^ncy conditions, hi oti» aspects, the isolated nudeic sK:id conqvises DNA aux>dm^ 
polypeptide haviog amino acid residues 2dK)ut 22 to 229 of Figure 98 (SEQ ID NO:270) or amino add 1 or about 
22 to X of Figure 98 (SEQ ID NO:270) where X is any amino add bom 77 to 80 of Figure 98 (SEQ ID 
NO:270), or is comploiientaty to such encoding nucleic acid sequence, and remains stably bound to it under at 
least nooderate, and optionally, under high strixtgency conditions. The isolated ntvleic add sequence may 
comprise the cDNA msert of die DNA52185-1370 vector dqiosited on May 14. 1998 as ATCX: 209861 whidi 
includes the nudeotide sequence eacx)diQg PR0944, 

In ano&er embodiment, the invaition provMes isolated PR0944 polypeptide, in particular, the 
inventioa provides isolated native seqi^nce FR0944 polypqtfide, wbkh in one end)odime3xt, includes 
add sequence coixq>rising residues 1 to 211 of Figure 98 (SEQ ID, NO;270)^ Additional embodiments of the 
present invention are directed to ^0944 polypeptides conqirisiag amino adds about 22 to 211 of Hgure 98 
(SEQ m NO:270) or amino add 1 or alK>ut 22 to X of Figure 98 (SEQ ro NO:W^ 

from 77 to 86 of Fiigure 98 (SEQ ID NO:270). C3pdonally, the PR0944 polypeptide is obtained or is obtamable 
by eq)ressing &e polypqjdde encocted by the cDNA insert of the DNA52185-1370 vector deposited on May 14, 
1998 as ATCC 209861. 

In another embodiment, the inveotion provides an esq^ressed sequence tag (EST) designated herein as 
DNA14007 con?>rismg the nucleotide seqi^nce of Figure 99 (SEQ ID NO:271)* 

In another ^nbodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA12733 con^rishig the nucleotide sequence of Figure 100 (SEQ ID NO:272). 

LianodCTembodinaent, the invention provides an eqxressedseqt^^ 
DNA12746 comprising flje nuctartide sequetK* of Figure 101 (SEQ ID NO:273). 

In another embodiment, the invention provides an expressed sequoice tag (EST) designated herein as 
DNA12834 con^xrising the nucleotide sequeme of Figure 102 (SEQ ID NO:274). 

In another embodiment, the invention provi<ks an ej^ressed sequence tag (EST) designated herein as 
DNA12846 con?)rising the nudecrtide sequence of Fuigure 103 (SEQ ID NO:275). 

In anotiier embodiment, the invention provides an e^qiressed sequence tag (EST) A^ignnt^ herein as 
DNA13104 ompisipg die nucleotide sequence of Rgure 104 (SEQ ID NO:276). 

In anoth^ embodiment, the invention provides an e^qnressed sequence tag (EST) designated herein as 
DNA13259 oon^nising the nudeotide sequence of Kgurc 105 (SEQ ED NO:277). 

In anodier embodiment, the inv^itiosi provides an expressed sequence t% (ESI) designated herdn as 
DNAJ3959 conqnising the nucleotide se^iaice of Figure 106 (SEQ ID NO:278). 
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In aiwther embodiment, the inventim 
DNA13961 co^^)rising the micleotide sequaice of Figtm 107 (SBQ ID NO:279), 

43. PR0983 

Applicants have identified a cDNA doitt feat encodes a novel polypqrticte havmg homology to a vesicle 
5 associated protein, VAP-33, wherein fee polypeptide is destgnaled in the present qjplicatxoa as ""PRCWSS", 
In ooe embodiment, the inventionprovides an isolated nuclefc 
a PR0983 polypeptide. In one aspect, the isolated nucleic acid comprises DNA racoding fee PR0983 
polypeptide having amino aiM residues 1 to 243 <tf Figure 109 
eiKodipg nucleic acid sequ^, and remains staWy boun^ 
10 high strii^gency conditions. In crther aspects, fee isolated nucleic acid coa^itises DNA ei^^ 
^ P<>IypqrtidehavinganmK)addresidueltoXof^ 

^ 2 19 to 228 of Figure 109 (SEQ ID NO:284), or is con9)len«ntaiy to such encoding nucleic acid sequence, and 
g remains stably bound to it under at least moderate, and opdo The 
^ isolated nucleic add sequence may conq)rise fee cDNA hisert of the DNA53977.1371 vector dqwsited on May 
fy 15 14, 1998 as ATCC 209862 ^^liich UKshides the nucleotide sequence encodipg PR0983. 

In another embodiment, fee invention provides isolated PRQ983 polypeptide, la particular, fee 
mventionprovides isolated native sequence PR0983 polypcjrtide, ^ch in one cmbodhncnt. includes an ammo 
^idsequm^conqirising residues 1 to 243 of Egure 109 ID NO;284). Additional embodhnents of <1» 
^ present mvention are directed to PR0983 polypeptides comprisipg 1 toXof Rguie 109 (SEQ ID 

^20 NO:284), ^ere X is any anuno add feom 219 to 228 of Figure 109 (SEQ ID NO:284). OptionaUy, the 
^ I^Jt0983pdypq«ide is obtained or is obtamable by ejqffessm^ 

fee DNA53977-1371 vector dq)osited on May 14, 1998 as ATXX 209862. 

tianofeer embodiment, the invention provides an expressed sequCToe tag (EST) designated herein as 
DNA17130 con^risuig the nucleotide sequence of Figure 1 10 (SEQ ID NO:285). 
25 In anofeer embodiment, the invention iwovides an expressed sequence tag (EST) designated herein as 

DNA23466 conqjrisa^g the mwleotide seq^iaice of Figure 111 (SEQ ID NO:286). 

aiK>feer embodhnent, the mventian pro vides an expressed sequm^ 
DNA26818 con?)risii^ fee nucleotide sequence of Figure 112 (SEQ ID NO:287). 
In another embodiment, the hivention pro vides an eiqpressed se^iMi^ 
30 DNA37618 comprising the nucleotide sequasce of Figure 113 (SEQ ID NO:288). 
In aiK)ther enibodhnent, fee mventicm provides an oqttess^ 
DNA41732 conqaismg the nucleotide sequoice of Figure 1 14 (SEQ ID NO:289), 

Ja anofeer embodnnent, the mvention provides an eaqjressed sequence tag (ESI) designated herem as 
DNA45980 con^jrising fee nucleotide sequaice of Figure 1 15 (SEQ ID NO:290). 
35 ^^notJiercnibodiment, the invention provide 

DNA46372 conq>rising the nucleotide sequence of Figure 116 (SEQ ID NO:291), 

44. EEQiua 
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^licants have identified a cDNA clone that encodes a novel polypq^ having homology to 
piote&ses, wherein the polypeptide is designated in the presait q^lication as "PRO1057*. 

In one embodiment, the invention provides an isolated nudeic acid molecule con^dsing DNA encoding 
a PRO1057 poIypq«ide. In one aspect, the isolated nucleic add conq>rises DNA encoding ^ PRO1057 
polypetdde having amino add residues 1 to 413 of Figure 118 <SEQ ID NQ:29fi), nr k ettmpimfrA^ to such 
encoding nucleic acid sequence^ and remains staMy boond tn it under at leasr mndftrate^ atiH ftp rinn^ i ]y under 
high stringency cc«Kliti<ms. Inoflier aspects, the isolatednuddc add con^riscs DNA encodmg the PROl 
polypeptide havhig amino add residues about 17 to 413 of Figore 118 (SEQ ID NO:296). or is con^lementary 
to such encoding nucldc add sequemre, and reniainsstaUy bound to it under at least nK>derBte» and optionaHy, 
tmder hig^ strin^ncy conditions. The isolated nucleic add sequence may con^irise tlie cDNA insert of ^ 
DNA57253-1382 vector deposited on May 14, 1998 as ATCC 209867 which indudes &e nucleotide sequence 
encoding PRO1057, 

hi amther anbodiment, invention provides isolated PRO1057 polypq)tide. la particular, the 
invention provides isolated native sequence PRO1057 polypeptide* whidi in one embodnneot, includes 
add sequence con^nising residues 1 to 4 13 of I^gure 118 (SEQ ID NO:296). Addidonal embodiments of die 
present inventian are directed to PRO1057 polypeptides con^dsing amino adds about 17 to 413 of Figure 118 
(SEQ ID NO',296). OpGoDsBy, the PRO1057 polypeptide is obtained or is obtainable by expressmg the 
polypeptide encoded by the cDNA insert of the DNA57253-1382 vector deposited on May 14» 1998 as ATCC 
209867^ 

45. PR01Q71 

Applicants have identified a cDNA done diat encodes a novd polypeptide having homology to 
dirombospoffilin, wherein the polypeptide is designated in die present application as "PROlOTr. 

In one en^bodiment , the invention provides an isolated nudeic add nsolecule comprising DNA «^oding 
a PRO1071 polypeptide. In one aspect, die isolated nucleic add CQ^^wises DNA encodh^g die PRO1071 
polypeptide having amino add residues 1 to 525 of Figure 120 (SEQ ID NO:301), or is con?>lementary to such 
encoding nucleic acid sequoice, and remains stably tK>iznd to it under at least moderate, and optionally, under 
high stringemy conditions. In odier aspects, die isolated nucleic acid conpises DNA ei^^ 
poIyp€5)tide having amino acid residues about 26 to 525 of Figure 120 ffEQ ID NO:301X or is con5>Iemeitfary 
to such eiKX)ding nucleic add sequexK:e, and remains stably b^^ 

under high stdngency conditions. The isolated nucldc add sequeuse may con^nise die cDNA insert of ^ 
DNA58847-1383 vector deposited on May 20. 1998 as ATCC 209879 which iiK:hide8 die nudeoddeseqiKi^ 
encoding PRO107L 

In another embodiment, die invention provides isolated PRO1071 polypeptide. In particular, the 
invenlionprovides isolated native sequence PRO1071 polyp^tide, whidi kone enbodiment, hKjhides an amino 
acid sequence con^uig residues 1 to 525 of Figure 120 (SEQ ID NO:301), Additional embodiments of die 
present invention are directed to PRO1071 polypeptides coii5)rising amino acids about 26 to 525 of Figure 120 
(SEQ ID NO:301). OptionaHy, die PRO1071 polypeptide is obtained or is obtahiable by ejqwcssmg die 
polypeptide encoded by die cDNA insert of die DNA58847-1383 vector deposited on my 20, 1998 as ATCC 
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46. PRO1072 

Applicants have idenlified a cDNA clone tbat enccKtes a novel polypqitide baviog homolo^ to reductase 
proteins, vfbmm ihc polypeptide is designated in tiw present applicatian as "PROi072*. 
5 £i one embodiment, tbe inventionprovittes an isolatednoddc acklnK>lecule coapMag DNA encoding 

a PRO1072 polypeptide. Ih one aspect, fte isolated nudeic acid comprise DNA encoding the PRO1072 
polypq^ having amino acid residues 1 to 336 of Figure 122 (S£Q ID NO:303), or is con^len^ntaiy to such 
encoding nucleic acid sequence, and lenmins stably bouiKl to it under at ^ aod optionally, tmder 

hi^ stringency conditions. Mother aspects, die isolated nucleic add coo^rises DNA en^ 
10 . polypeptide having amino add residues aboiu 22 to 336 of Figure 122 (S^ 

to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
^ under hi^ stringency conditions. Ihe isolated nudeic acid sequeifeceimycotnprisediecDNA insert of the 
^ DNA58747-1384 vector deposited on 14, 1998 as ATCC 209S68 which includes the nucleotide sequence 
encoding PRO1072- 

fn ^5 M another embodiment, die invention provides isolated FRO1072 pofypqytide. In particular, the 

inventionprovides isolated native sequence PRO1072 polypeptide, which in one embodimetzt, iiKludes an «mmis 
acid sequence conq>rising residues 1 to 336 of Figure 122 (SEQ ID NO:303). Additional embodimeSnts of the 
^ present invention axe directed to PRO1072 polypeptides comprising amino adds about 22 to 336 of Figure 122 
^ (SEQ ID NO:303). Optionally, the PRO1072 polypes^ is obtained or is obtainable by eiqiressh^ &e 
yi20 polypeptide encoded by &e cDNA insert of the DNA58747-1384 vector deposited on May 14, 1998 as ATCX: 
P 209868. 

In another embodimenL fee igvaitLon provides an expressed seqiiencp tag (FST) deaiignntPA ly^r^ pn? 
DNA40210 comprising the nucleotide sequence of figure 123 (SEQ ID NO:304). 



25 47. PRO1075 

Applicants have identified a cDNA done that encodes a novel polypeptide having homology to protein 
disulfide isomerase, wherein the polyp^de is designated in die present plication as ''PRO1075". 

In one embodiment, the mvendon provides an isolated nucleic odd molecule conqirising DNA encoding 
a PRO107S polypeptide* In one aspect, die isolated nucleic acid conqmses DNA encodmg the FRO107S 

30 polypeptide having amino acid residues 1 to 406 of Figure 125 (SEQ ID NO:309}, or is complementary to such 
encoding nucleic acid sequeiu^, and remains stably bound to it under at least moderate, and optional^, under 
hi^ striqgency conditions. In other aspects, die isolated nodeic acid conpises DNA encoding the PROI075 
polypq)tide having amino acid residues about 30 to 406 of Figure 125 (SEQ ID NO:309), or is con^)lementary 
to sudi encoding nucleic add sequence, and remains stably bound to it under at least moderate, and optionally, 

35 under htgh strii^ency conditions. The isolated nucleic add sequence may conqxrise the cDNA insert of the 
DNA57689-138S vector dq>osited <hi Msy 14, 1998 as ATCC 209B69 whkh hidudes the nucleotide sequence 
encoding PRO1075. 

In another embodiment, die hivention provides isolated PRO1075 iK)lypei>tide. In particular, the 
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invemion provides isolated native seqiKuce PROI075 polypeptide, whicb ia one embodiment, imiudes an amino 
acid sequence conq)ri8ingiesidnesl to 406 of Figure 125 {SEQ ID Na^^ Additional embodimaits of the 
present invaxtkm are directed to FRO1075 polypeptides conq>nsiqg amino acids about 30 to 406 of Hgure 125 
(SEQ ID NO;309). Optionally, the PRO1075 polypqrtide is obtained or is otaainable by ©qjressing the 
polypeptide encoded by the cDNA insert of die DNA57689-1385 vector (kposited on May 14, 1998 as ATCC 
209869, 

In another embodiment, the invoitionprQ^d^ 
DNA13059 conqrdsing the xmcleodde seqt:^2ce of Figure 126 (SEQ ID NO:3I0)* 

la anofl^ embodiment, the ioventioii provides ane^^iessed sequence tag (EST) designated herein as 
DNA19463 conqirising flie nucleotide ^quence of Figure 127 (SEQ ID N0:3ll), 

48. FR0181 

Applicants have identified a cDNA clone that encodes a novd polypqvtide having homology to the 
comichott protein, wherein the polypeptide is designated in the present api*ication as " PR018 1" . 

In one embodiment, tiie invention provides an isolated middc acid nxolecule con^rrisiog DNA eacodic^ 
a PR0181 polypeptide. In om aspect, the isolated nudeic acid con:^>rises DNA encodiqg the FR0181 
polypqidde haWng amino add residues 1 to 144 of Figure 129 (SEQ ID NO;322), or is conqdementary to such 
encoding nucleic acid sequence, and ronains stalky bound to it under at least moderate, and optionally, under 
high stringency condittcms. Li other aspects, die isolated nudek^ acid con^xrises DNA encoding the PROl^^ 
polypeptide having amino acid residues about 21 to 144 of Figure 129 (SEQ ID NO:322) or amino acid 1 or 
abou 21 to X of Figure 1 29 (SEQ ID NO:322) where X is any amino add from 52 to 61 of Figure 129 (SEQ 
ID NO : 322) , or is conylementaiy to such eiKX>ding nudeic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency condidons. The isolated nucleic add sequence may 
con^rise die cDNA insert of the DNA23330-1390 vector deposited ai Apdl 14, 1998 as ATCC 209775 vMct 
inchides ti» nucleotide sequence encodii^ PR018L 

In another embodiment, the invention provides isolated FR0181 polypepdde. In particular, die 
invention provides isolated native sequence PR0181 polypqsttde, whk:h in one embodim^it, iodudes an amtnft 
add sequetK^ conq^rising residues 1 to 144 of Hgure 129 (SEQ ID NO:322). Additional embodiments of the 
present invention are directed to PR0I81 polypeptides con^risixig amino acids about 21 to 144 of I^gure 129 
(SEQ ID NO:322) or amino add I or about 21 to X of Rgure 129 (SEQ ID NO:322), Drfiere X is any ammo 
acid&oin52to 61 of Figure 129 (SEQ ID NO:322}. Of^naify, die PR0181 pdypeptide is obtained or is 
olrtaiflable by expressing die polypqpdde encoded by die cDNA insert of die DNA23330-1390 vector depos^ 
on April 14, 1998 as ATCC 209775. 

In anodier embodiment^ the inventjon pmvidefl an RKprestsed aeqiienofe tag (RCT) rfftrfg nflt<>H fit-r^m yi«f 
DNA13242 con3)ridi^g die nudeodde sequence of Figure 130 (SEQ ID NO:323). 

49, PR0195 

Applicants have identified acDNA clone that encodes a novel transmembrane polypeptide, wherem the 
polypeptide is designated in the present i^lication as *'PR0195". 
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In one embodiment, the izxventioa piovides an isolated nudeic acid molecule oonqnisnig DNA exx^oding 
a PR0195 polyp^>tide. In one aspect, die isolated nudeic add conq>nses DNA encodiog the FR0195 
poIypqHide having amlm) add residues 1 to 323 of FIguxe 132 (SEQ ID NO:330), or is con^lonemaiy to sndi 
encoding nudeic acid sequence, and leoiains stably bound to azKl optionally, under 

hi^ stringency cond it ions. In other aspects, the isolated nucleic acid cnmpriigeg nNA Mwylfng PPOtQ^ 
polypeptide having fl^T^fno add residues about 32 to 323 of Figure 132 (SEQ ID NOt330) or »Tir^tnA add 1 or 
about 32 to X of Figure m (SEQ ro NO:330) where X is any amiiK) add fi^ 

ID NO:330), or is complmentaiy to sudi encoding nucleic acid sequence, and remains stably bound to it rmdst 
at least nuxierate, and optionally, niKler hi^ strio^ocy conditions. The isolated nudeic add sequence may 
con5)rise the cDNA insert of the DNA26847-1395 vector deposited on April 1^^ 1998 as AT(X 2QSr772 whidi 
indudes the nucleotide sequence encoding PR0195, 

In another embodhnent, the mvention provides isolated PR019S polypeptide. In particular, the 
inventicm provide isolated native sequence PR019S polypeptide, wfaidi in one embodiment, inclmfes an amnu> 
add sequezK^econ^krish^ residues 1 to 323 of Figure 132 (SEQ ID NO:330). Additional embodiments of the 
present inventicm are directed to PR0195 polypeptides con^rising amino adds about 32 to 323 of Figure 132 
(SEQ ID NO:330) or amino add 1 or abmit32 to X of Figure 132 (SEQ ID NC):330), where X is ax^r amino 
acid from 236 to 245 of Figure 132 (SEQ ID NO:330). Optionally, the PR0195 polypeptide is drained or is 
obtainable by espressir^ the polypeptide encoded by the cDNA insert of the DNA26847-1395 vector deposited 
on April 14, 1998 as ATCC 209772, 

In another embodiment, die invention piovides an es^ressed sequemre tag (EST) con^risii^ the 
nucleotide sequence of Kgure 133 (SEQ ID NO:331), herein designated DNA1S062. 

In anodier embodiment, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide se^pience of Figure 134 (SEQ ID NO:332), l^rein designated DNA13199. 

FR086S 

^licants have identified a cDNA done that encodes a mvd secreted polypqitide, v^l^in the 
polypqjtide is designated in the present aj^licatian as *PR086S"* 

In one embodiment, the invention provides an isolated middc acid mokcde comprising DNA encoding 
a FR0865 polypeptide, la one aspect, the isolated nudeic add con?)rises DNA encoding the PR0865 
poljpeptiste having ammo add residues 1 to 468 of Figure 136 (SEQ ID NO:337) , or is oa(n5)leme!ntary to sudi 
encoding nucleic add sequence, and remains stably bound to it under at least moderate, azui optionally, uzkler 
high stringency conditions. In other tispects^ the isolated xHickic add con^»rises DNA encoding the PR0865 
polypeptide having amino add residues about 24 to 229 of Figure 1 36 (SEQ ID NO:337) , or is complementary 
to such enoodiqgixudek add sequence, arid renoains stably bc^ aod optionally, 

timler high stringency coiKiitions. Theisolatedriucleicaddsequencemay comprise the cDNA insert of the 
DNA53974-1401 vector deposited on .^pril 14. 1998 as ATCC 209774 which mdudes the nudeotide sequence, 
encoding PR086S. 

Li another embodiment, the invention provides isolated PR086S polypq>tide. In particular, the 
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inveotioa provides Elated native sequence PROS65 poIypq)tide, which ia one embodiment, inchides an amino 
acid sequence conqtrisix^ residues 1 to 468 of Hgure 136 (SEQ^ An additional eoibodiment of the 

present invention is directed to a PR0865 polypeptide comprising anuQO acids about 24 to 468 of Figure 136 
(SEQ ID NO:337). C^^ioaally, tbe PR0865 polypeptide is obtained or is obtainable by e;q)ressing the 
polypcj^de OBoded by tl» cDNA insert of the DNA53^4-1401 vector doited on Apxfi 14. 1998 as ATtX 
5 209774. 

Jn another embodiment, <be invention provides an eiqmsed sequence tag (EST) comprising die 
nucleotide sequence of Figure 137 (SEQ ID NO;338), herein designated as DNA37642. 

5L FR0827 

10 Applicants have identified a cDNA done tfiat encodes a mvel polypeptide having homology to integnn 

proteins, i^ierein the polypeptkie is designated in the preserit application as "PR0827\ 
Q Inoneembodiment,theinv^onpix>videsanisolatedniK;leicaddmoleci^ 

a FR0827 polypefHide. In one aspect^ the isolated nudeic conqmses DNA aicodtDg the PR0827 
polypeptidehavrngaminoacidresiduesl to 124 of Figure 139 (SEQ ID NO:346), or is complementary to socfa 
*^^1S encodiqg nucleic acid seqi^nce, arid remains stably bound to it onder at least moderate, and optionally, under 
^ high stringency conditions , Jxi other aspects, &e isolated nudeic acid con^iises DNA encoding the PR0827 
f polypeptide havhaganiino acid residues ab(Hit 23 to 124 of Figure 

^ to such eaicoding nucleic add sequence, and remains stably bound to it under a^ 

under hi^ strirtgKicy conditions. Tbe isolated nucleic add sequence inaycon^e the c^NA insert of tbe 
^;20 DNA57039-1402 vector deposited on^^nil 14, 1998 as ATCC 209777 ^chiiKtoles ttie nucleotide sequence 
P encoding PR0827. 

In aiK>ther embodiment, die mvention ptovHes isolated PR0827 polypejtide* In particular, ^ 
invention provides isolated native sequence Plt0827 polypeptide, whidi in one embodiment, t nch*^ an pmyno 
acid sequence comprising residues 1 to 124 of Figure 139 (SEQ ID NO:346). An addidonai embodiment of the 
25 present invention is directed to a PR0827 polypeptide conpisii^ amino adds about 23 to 124 of Figure 139 
(SEQ ID NO:346). C^nionally, the FR0827 polypeptide is obtained or is obtainalde tiy expr^sing die 
po^Tpeptide encoded by die cDNA insert of die DNA57039-14Q2 vector deposited on April 14, 1998 as ATCC 
2Q9777, 



30 52. PR01114 

Applicants have identified a cDN A done that encodes a novd polypqrtide having homology to cytokine 
rector femily-4 proteins, wherein die polyp^de is (tesignated m die present qjplication as •PR01114\ 

In one embodiment, the inventioa provides an isolated nucleic acid molecule con^sing DNA encoding 
a PR01114 polyp^dde. In one aspect, the isolated nudeic add con^xrises DNA mxxln^ the PR01114 
35 polypeptide having andno acid resi&ies 1 to 311 of Figure 142(SEQID NO:352}, or is con^ementazy to siKb 
encoding nucleic add sequence, and remams stably bound to it undo: at lea^ 

h^ stringency conditions. In odier aspects, die isolated nucleic acid con^rises DNA encoding the PROIH 
polypeptide having amnio add residues about 30 to 3 1 1 of Figure 142 (SEQ ID NO:3S2) or amiiK> acU 1 or 
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about 30 to X of Figore 142 (SEQ ID NO:3S2). where X is any amino acid fiom 225 to 234 of Figure 142 (SEQ 
ID NO: 352) , or is con^Iementary to such encodiQg nucleic acid sequence, and remains stably bound to it under 
at least moderate, ai^ optionally, under high stringency conditions. Ihe isolated nucleic acid sequence way 
comprise tte cDNA ins« of the DNA57033-1403 vector deposited on May 27, 1998 as ATCC 209905 which 
includes the nucleotide sequence encoding PR01114. 

In another embodiment, ihe mvendon provides isolated FR011I4 polypeptide. In particular, the 
mvendon provides isolated native sequoice PRO 1114 polypeptide, which in one embodin^it, iiK^udes an amino 
add sequence con^xnsii]^ residues 1 to 311 of Figure 142 (SEQ ID NO:352). Additional embodiments of the 
present inv^idon are directed to PROl 1 14 polypeptides conqnisn^ amim) acids about 30 to 3 1 1 of Figure 142 
(SEQ ID NO:352) or ammo add 1 or about 30 to X of Figure 142 (SEQ ID NO:352), where X is any amino 
add &om 225 to 234 of Hgure 142 (SEQ ID NO:352). Ct^naHy, the PROl 1 14 polypqptide is obtaoxed or is 
obtainable by expressing the polypq)tide encoded by die cDNA insert of the DNA57033-I403 vector dq>osiced 
on May 27, 1998 as ATCC 209905. 

Tn flnnth^ firnhndlment, thet tnvflntinfp pmvlrfiK mi Pfrpiiftgfiprf gf^ptPfiw ft^g (F-^T) ^e^'gnfltfiff h<^rffn ftS 
DNA48466 con^risiQg (he nucleotide sequence of Figure 143 (SEQ ID NO:353). 

A cDNA clone PNA57033-1403) has been identified &at encodes a novel interferon rec^tor 
polypeptide, designated in the present plication as *TR01114interfmHLrec^tor*« 

In one embodiment, tl^ invention provides an isolated nucleic acid molecule conplsing DNA encoding 
a PROl 1 14 interferon receptor polypeptide. 

In one aspect, the isolated nucleic add con^rises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least aibout 90% sequence identity, most 
prefi^ly at least about 95 % sequence identic to (a) a DNA molecule encoding a PRO 1114 interferon recqrtor 
polyp^tide liaving die sequence of mam add residues from about 1 or about 30 to abmit 311» huJusive of 
Hgure 142 (SEQ ID NO:352), or (b) tte ccnnplement of the DNA molecule of (a). 

In another aspect, the invendon ccmcems an isolated nudeic acid molecule emxxfing a PR01114 
interferon receptor polype^ide con^xrising DNA hybridizing to the conq)lement of die nucleic acid between 
about nucleotides 250 or about 337 and about 1182» inclusive, of Hgure 141 (SEQ ID NO:35I). Preferably, 
hybridization occurs under stringent hybridization and wash conditk>ns. 

In a fizrther aspect, die invention concerns an isolated nucleic acid molecule conq^hig DNA havh% 
at least about 80% sequence identiQr, pErefi^ly at least about 85% sequence identic, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodiitg the same mature polypeptide encoded by d^ human protein cDNA m ATOC Deposit No. 209905 
(DNA57033-1403} or (b) the conq>lemem of the nuddc acid molecule of (a^ ho. a preferred wnbodiment, die 
nucleic add comprises a DNA encoding the same mature polypeptide mooded by the human protein cDNA in 
ATCC DcposU No. 209905 (DNA57033-1403). 

In still a further aspect, the mvention concerns an isolated nucleic add molecule conqyrising (a) DNA 
encodix^ a polypq>tide having at least about 80% sequence identic, preferably at least about 85% sequeiu^e 
identity, more preferably at least about 90% sequence idendty, most preferably at least about 95% sequence 



83 



idemiQr to tbesequeiK* of amino arid residue 1 or about 30 to about 311, inclnsive of Figure 142(SEQID 
NO:352), or (b) the con5>lement of the DNA of (a), 

Li a fiirdier zspcct^ tiie ixtventton coikxxqs aa isolated nucleic add molecule baviotg at least 10 
nucleotides and produced by hybridiang a test DNA nKtoailc under stringent conditions with (a) a DNA 
molecule encoding a PROl 1 14 interferon receptor polypqitidfi havn^ fhe «ftqn<^nr*> nf aminn ^ri^ Tft?idiifs from 
1 or about 30 to about 311, inctasive of Figure 142 (SEQ ID NO:352). or (b) the conq^lenrat of the DNA 
molecule of (a), and, if the DNA moleaile has at least about an 80 % sequeiKe identity, prefereably at least 
abom an 85 % seqiMooe uJentity, more preferaWy at least abom a 90 
about a95% sequence identity to (a) or (b). isolating tiie test DNA molecule. 

Ina specific aspect, the hivention provides an isolatednucleic acidmcrtecule conqjrising DNA encodhig 
aPROllM interfenm rec^tor polypeptkle, withor wi&out the N-tenninal signal sequence and/or die initiating 
methionine, and its solulde, i.e., trammemhrane domain deleted or inactivated variants, or is con^leoaentaiy 
to such madingnudttc acid molecule. The signal pqrtlde has been teatativdy identified as extern^ 
about amino add position 1 to about amizK> acid position 29 in die sequence of Figure 142 (SEQ ID NO:352), 
The tcansmonbtane domain has been tentatively identified as ^ctendtng firan about mono add position 230 to 
about amino add position 255 m the PROl 1 14 interferon leccptar amino acid sequence (Figure 142, SEQ ID 
NO:352), 

Ea ano&er aspect, the invention concerns an i^>la£ed raideic add molecule con^aisiqg (a) DNA 
encodmg a polypeptide scoring at lea^ about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives , most prefierably at kast about 95 % positives when coc^pared wifii die 
amino add sequence of residues 1 or about 30 to about 311, mdusive of Figure 142 (SEQ ID NO:352), or (b) 
the con^lemeot of die DNA of (a). 

Another embodimait is directed to fi:s^gmem5 of a PROl 1 14 interferon receptor polypeptide coding 
sequence that may find use as hybridizationprobes, Sudinudeic add fiiigments are firam about 20 to about 80 
nucleotides in length, preferabty from about 20 to about 60 nucleotides m lengdi, more preferably fiom about 
20 to about 50 nudeotides hi length and inost preferably ftom about 20 1^ 
be derived fix)m die nudeotide sequence shown hi Figure 141 (SEQ ID NO:351)* 

hi another emboduzCTt, tte invention provides a vector con?)rising DNA encoding FROl 1 14 interferon 
recqrtor or its variants. The vector may conpise any of the isolated rmcleic md molecules heremabove 
identified* 

A host cell comprising siKh a vector is also provided. By way of &aaaple, the host cells xxiasy be CHO 
cells, £c«^/f, or yeast. ApiocessfbrprodudngPROnWmterferonreoeptorpotypqddesisf^^ 
and conq)rises (mlturing host cells under conditions suitable fiw ©qwessionof PR0U14 mterferon receptor and 
recovering PROl 114 interferon receptor finom the cell culture. 

hi anoflier ahbodhnent, die ravention provides isolated PR01114 mterferon receptor polypejrtide 
encoded by any of die isolated nudcic add sequm:es hereinabove identified. 

In a specific aspect, flie mvention provides isolated native sequence PR01114 interferon receptor 
polypeptide , which m certam embodurffints, mdudes an ammo add sequm« conqirismg residues 1 or about 30 
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to about 311 of Figure 142 (SEQ ID NO:352). 

In another asj;^, the iuvcmioii cooceros aa isolated PR01114 iotexferaa receptor polypeptide, 
comprismg an amiiK) acM sequence haviz^ at 1^ 

sequelae identity* more preferably at least about 90% sequence identity, most preferably at least about 95% 
sequeiice identity to the sequeiiyce of anuno add residues lor about 30 to about 311, inclusive of Figure 142 
(SEQIDNO:352)- 

In a further aspect, die invention concerns an isolated PR01114 interferon receptor polyi^ptide, 
conq^risix^ an amino acid sequem^e scoring at least about 80% positives, preferably at least about 85% po^txves, 
more preferably at least about 90% positives, most preferably at least about 95 % positives vfben conq>ared wilh 
the amino add sequence of residues 1 or about 30 to about 311, indusive of Figure 142 (SEQ ID NO:352). 

In yet anodier aspect, the inv^tfion conceros an Elated PR01114 interferon recqilor polyp^tide, 
comprising the sequoice of amino acid residues 1 or about 30 to about 311, inchiaive of Figure 142 (SEQ ID 
NO:352), or a fragment diereof sufficient to provide a biiulh^ site for an anti-PR01114 interferon recq^r 
antibocfy. Preferably, the FROl 114 interferon receptor firagnscnt retains a qualitative tnological activi^ of a 
native PROl 1 14 interferon receptor polypeptide. 

In a still further aspect, die invention provides a polypqjtide produced by 0) byhridizhig a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01114 imerferon recqilor 
polypeptide having the sequence of anmio acid residues from about 1 or about 30 to about 311, inclusive of 
Figure 142 (SEQ ID NO:352), or (b) d&e conqplementof die DNA molecule of (a), and if the test DNA molecule 
has at least about an 80% sequence iden%, piefi^ly at least about an 85% sequence identity, more preferably 
at least about a 90 % sequence identily , most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) 
cultunng a host cell con^»rising die test DNA molecule under conditions suitable for e:^ression of the 
polypeptide, and (iii) recovering die polypeptide firom die cdl culture. 

In another enibodinient, the invention provides chimeric nioleo^ 
receptor polype>iide fused to a heterolog(»is polypqE^ide or amino acid sequence. An exan^le of sudi a 
chimeric molecule comprises a PROl 114 interfenm rece^ polypeptide &^ 
Fc re^n of an immunoglobulin. 

In anodier embodiment, die invention provides an antibody which specifically binds to a PR01114 
mterferon receptor polypqytide. Optionally, die antibody is a monodonal antibody. 

In y^ anoflier embodiment, the invoition coocecos agonists aid antagonists of a native PR011I4 
interferon recqitor polypeptide. a particular embodiment, llie agonist <»- ant^nist is an anti-PROl 11^ 
interfercm recqptor antibody* 

Jn a furdier ^nbodiment, die invention conc^ns a mediod of identifyipg agonists or antagpmsts of a 
native PR01114 interferon receptor polypeptide by contacting the native PR01114 interferon receptor 
polypeptide with a caiKiidate molecule and monitoring a biological activi^ mediated by said polypeptide. 

in a still further embodiment, die invention concerns aconqxisitioncoiipisipg aPR01114 interfoon 

receptor polypqitide, or an agonist or antagcmliEt sm tieng1nah»ve defhied, fn cnrnhfaarimi wffti a phflrmftfiAiitifwIly 

acceptable carrier. 
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53. PR0237 

Applicants have identified a cDNA done tbat encodes a novel polypq^ide having honaology to caibooio 
anhydrase, wherein the pniypgif h <?erignffte<f in thf pment aiylication as "PRQ237\ 

In one onbodiznent, the kvention provide an isolated nucleic add molecule conQmsmg DNA <*nr/vfTng 
a PRQ237 polypeptide. In one aspect* the isolated nudeic acid comprises DNA encoding the PRQ237 
polypqjdde living amino acid residues 1 to 328 of Figure 145 (SEQ ID NO:358), or is coxsplexneotBzy to such 
encoding nucleic acid sequence, and remains stably bouExI to it under ^ and o|^ionally« under 

hi^ stnogency conditions. En other aspects, the isolated mideic add con^prises DNA eoobding d^ 
polypejAide having amino add residues about 24 to 328 of I^gure 145 (SEQ ID NO:358) or snmm add i or 
abcHit 24 to X of Figure 145 (SEQ ID NO:358), where X is arr^r amino add ftom 172 to 181 of Figure 145 (SEQ 
n> NO:358)» or is CQiiq>len2entary U> sudi encoding nudeic add sequent 

at least moderate; and optionalfy, imder hi^ stringency cooditioos. The isolated nucleic add sequence may 
comprise the cDNA insert of flie DNA34353-1428 vector deposited on May 12, 1998 as ATCC 209855 which 
indudes the nucleotide sequence encoding PR0237. 

hi another enibodiment» £he invention provides isolated PRQ237 polypeptide. In particular, tixe 
invention provides isolated native sequence PRQ237 polypeptide, whidi inone embodSmeot, indudes aaamhs> 
acid sequeiKe con^jrising residues 1 to 328 of Figure 145 (SEQ ID NO:358). Additional embodnnents of the 
IHiesent invention are directed to PR0237 polypeptides con^nising ammo adds about 24 to 328 of Figure 145 
(SEQ ID NO:358) or amhu> add 1 or about 24 to X of F^uie 145 (SEQ ID NO:358}, where X is any Wnn 
add tcom 172 to 181 of Figure 145 (SEQ ID NO:358). QptionaUy, the PR0237 polypeptide is obtained or is 
obtainable by expressing the polypeptide encoded by tb& cDNA insert of tlw DNA34353-1428 vector deposited 
on May 12, 1998 as ATCC 209855. 

54. FRQ541 

Applicants have identified a cDNA cloi^ ttiat encodes a novd polypeptide having homology to a trypsin 
inhibitor pn)tein,wherem die polypq>tide is designated in the present a^ 'PR0541''. 

In one embodiment, the invention provides an isolated m«:leic acid molecule conqmsing DNA ew^n^ 
a PR0541 polypq>tide. In one aspect, &e isolated nucleic add con^rises DNA encoding the PRQ541 
polypeptide having ammo acid rescues 1 to 500 of Figure 147 (SEQ ID NO:363), or is conqplementaiy to such 
encoding nudeic add sequeiKre, and remains stably bouiKlto it under at least nioderate, and optionally, under 
higjr stringency conditions. In other aspects, the isolated nucleic add ccmqaises DNA enood^ 
polypeptide having amino acid residues about 21 to 500 of Figure 147 (SEQ ID NO:363), or is compleroeitoy 
to such encoding nudeic acid sequence, and remafais stably bound to it under at least moderate, and optionaliy, 
under high stringency conditions. The isolated nucldc acid sequence may conq>rise the cDNA insert of the 
DNA45417-1432 vector deposited on May 27, 1998 as ATCX! 209910 whidi indudes the micleotide sequence 
etKX)dhigPR0541. 

In another embodiment, the hwemion provides isolated PR0541 polypepdde. In particular, the 
invention provides isolated native sequence PR054 1 polypqitide, "vMck in one embodiment, indudes an amino 
add sequence con^ttismg residues 1 to 500 of figure 147 (SEQ ID N0:3«^^ Additional embafiments of tte 
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present invention are directed to PR0541 polypeptides conyrisipg amino ands about 21 to 500 of Figure 147 
(S£Q ID NO:363}. OptioDally, ^ PR0541 polypeptide is obtained or is obtainable by expismog tlie 
polypeptide eicoded by the cDNA insert of (be DNA45417-1432 vector deposited on May 27, 1998 as ATCC 
209910. 

55. mom 

Applicants have identified a cDNA done that etsxdes a sovd polypeptide. \«toein fte pdypqitide is 
designated in the present application as "PRQ273**. 

In one mtoodinmt^ the invention irovides an isolaled nucleic add nmtecnle comprish^ DMA «imr!iTi£ 
a PR0273 polypqjtide. In one aspect, tte isolated nucleic add coa?>rises DNA encoding flie PR0273 
polypeptide faavn^ amino add residues 1 toougji 111 of Figure 149 (SEQ ID NO:370), or is con^lementaiy 
to such encoding nucleic add seqoence, andranains stably bound to it under at least moderate, and optk>nally, 
under high stringm^ conditions. 

In ano&er embodiment, the invention provide isolated PR0273 poiypq}tide. In particular, the 
inventicm provides isolated native sequence PR0273 polypeptide, whidi in one eoibodiment, includes an ^ Tntno 
add sequence con^nrising residues 1 tfarou|Ji 111 of Figure 149 (SEQ ID NO:370). 

56. PRQ701 

Applicants have idoitified a cDNA done that encodes a novd pol}peptide havixig homology to 
n«ffolig?ns 1, 2, and 3, wherem die potypeptide is designated m tl» present application as 'PRO701", 

In one embodiment, the Invention provides an isolaled nucleic acid molecule oon^risii^ DNA em^rng 
a PRO701 polypqrtide. In one aspect, the isolated nudeic add coaQ)rises DNA encoding die PRO701 
polypqrtide havipg amino add residues 1 througii 816 of Figure 151 (SEQ ID NO:375)i or is con?)lemeittaty 
to sudi encoding nucldc acid sequence, and remams stably bound to it 

under higji striQgeiK:y conditions. The isolated nucleic add sequaice may conqirise die cDNA insert of the 
vector d^Ksitedwidi the ATCC onMardi31, 1998 which indudes the nucleotide sequence mxKlingFRC)70 

Ja another embodiment, the hivemion provides isolated PROTOl polypeptide. In particular, the 
invention provides isolated native sequence PRO701 polypeptide, vMch in one enibodinient, indudes 
add sequence conpismg residues 1 througjti 816 of Figure 151 (SEQ ID NO:375), An additional gmiw?my^ 
of the preseminvmion is directed to an isolated extracellular doniani of a PRO Optionally, 
the PR07 0 1 polypeptide is obtamed or is obtahuible by pressing the polypeptide eacoded by the cDNA msert 
ofthe vector deposited widi the ATCC on March 31, 1998. 

57. PRO704 

^>plicants have id^itified a cDNA done that encodes a novel polypeptide having sequence identity with 
VIP36, wherem the polypeptide is designated in the present plication as ''PRO704*. 

hi one embodhnent, die invention provides an isolated mideic acid molecule ccnz^yrisiog DNA encoding 
a PRO704 polypeptide. In one aspect, tiie isolated nuddc add comprises DNA encoding the FRO704 
polypqjtide having ammo acid residues 1 dirougji 348 of Figure 153 (SEQ ID N0:3K)), or is complementary 
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to such eDCodi^g imclek: add sequence, aod lenm^ 

lUKler hig^ stnngeiK^y condidoQs. The isolated nur^k add sequence my con^irise the cD^^ 

vector depositedonMarcih31, IQS^wtfetfae ATCCagPNA^fWIUllfflj, n^fehmhi<tefithf^nflclffltfde sequence 

eiKoding PRO704. 

In another eaibodimenc, the invention iHX>vides isolated PRO704 polypeptide* In particular, the 
mveotion prov ides isolated native sequence PRO704 polypqrtide, which in one embodiment, tndtules an atnwin 
acid sequence conqnislng residues 1 through 348 of Figure 153 (S£Q ID N0:3^). An additional embodiment 
of the pres^ mvention is directed to an isolated extracellular dom Optionally^ 
die FRO704 polypeptide is obtamed or is obtainable by e;q>ressiag die polypeptide encoded by the cDNA insert 
of the vector deposited on Mardi 31, 1998 widi die ATCC as DNA5091 1-1288. 

58. PRO705 

Applicants have tdenfified a cDNA clone that encode a sovd poIypQ)tide havix^ homology to prostatic 
add phosphatase precursor and lysosomal add phosphatase precursor, wherein the polypeptide is rfffgig nn tp^ ja 
the present plication as *TRO706".* 

In one embodhnent, the inventionpcovides an isolated nucleic add molecule con^nisipg DNA encoding 
a PRO706 polypeptide, hi one aspect, ftm isolated nudeic add conqrrises DNA encoding die PRO706 
polypeptide having amino add resxdi:^ I through 480 of Hgure 155 (SEQ ID NO:385), or is con^kxneotaiy 
to such encoding nuddc add sequence, aiul renmins Stably bound to it u^ 

under high stringency conditions. The isolated nucldc add sequez£De may cooqprise die cDNA insert of the 
vector deposited on April 21, 1998 with die ATCC as DNA48329-1290 wbidi ii»±ides ^ nucleotide sequence 
eiK»>^ PRO706. 

hi anodier embodhnent; tl^ mvention provides isolated FR(7706 polypeptide. In particular, die 
inv^ition provides isolated native sequence PRO706 polypeptide, ixluchinone embodiment, includes an amino 
acid sequence conquising residues 1 through 4K) of Figure 155 (SEQ ID NO:385), or con^mg residues 19 
through 480 of Hgure 155 (SEQ ID NO:38S}. <>pdonally, die PRO706 polypeptide is obtained or is obtamable 
by eaqpressiflg the polypeptide aicoded by die cDNAin^ 1998 widi die 

ATCC as DNA48329-1290. 

59. FRO707 

Applicants have identified a cDNA clone tiiat encodes a novel polypeptide having homology to 
cadhenns, particularly cadherin FIBS, wherdn die polypeptide is designated in die present s^licadon as 
"PRO707\ 

In one embodiment , the invention provictes an isolated nucldc add molecule carapd^ng DNA <^/w^fng 
a PRO707 polyp^jtide. in one aspect, die isolated nucleic add coiqnlses DNA encoding die PR0707 
polypqjdde havmg amino add residues 1 to 916 of Figure 157 (SEQ ID NO:390), or is complementary to such 
encoding nudeic add sequence, and remains stably bound to it under at least oKxterate, and (^tionally , uiKler 
higli stringency conditions. The isolated mideic acid seqoez»:e may con^mse die cDNAhiseit of die vec^ 
dqx)sitedonMay27, 1998witfadieATCCasDNA48306-1291\rtiidiindudesdicnudeoti^ 
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PRO707, 

In Qnather embodiment, tfac invention provides isolated PRO707 polypeptide. In paiticular, flie 
invention provides isolated native s equence PRO707 polypeptide, wiMi in one embodiment, inclu(tes an amino 
acid sequence conqwising residues 1 to 916 of Figure 157 (SEQ ID NO:390). An additional eniodinfflit of ttie 
present invention is directed to an isolated extracellular domain of a PRO707 polypejrtide. Optionally, tfie 
5 PRO707 polypqvtide is obtained or is obtainable by expressing lie polypq^tide encoded by ifae cDNA insert of 
the vector (kposited on May 27, 1998 with tbe ATCC as DNA48306-1»1. 

60, VR Qm 

App]kmt& have identified a cDNA clone that enco<ks a novel polypeptide having homology to 
10 neurap8in,^x1ieremlhepoIyipeptide is designated 

In one embodiment, the invention provides an isolated nudeic acid molecule conqxrisii^ DNA encodii^ 
a PR0322 polypeptide. In one aspect, the isolated nudeic add coatpnses DNA encoding the PR03^ 
polypeptide havnig andno add residues 1 or 24 througji 260 of Figure 159 (SEQ ID NO:395), or is 
conq)lementary to such encoding nucleic add sequence, and remains stably bound to it under at least moderate, 
ryl3 and optionally, under high stringency conditions. The isolated nucleic add sequence may con^irisetl^cDNA 
g insert of the vector deposited on Man^ 11, 1998 as ATCC no. 2096® vrfiidiindudes the nucleotide sequttice 
encoding PR0322. 

h hi another embodiment, tbe mvention provides isolated PR0322 polypeptide* In particular, die 

^ mvention provides isolated native sequence PR0322 poljpeptide, which m one embodhneol, hKhicfes an amino 
into add sequence con^nismg residues i or 24 through 260 of Figure 159 (SEQ ID NO:395). An additional 
embodhnent of the present mvention is directed to an isolated extracelhilar domam of a FRQ322 polypeptide. 
Optkmamy, flie PR(»22 polypeptide is obtained or is obtainable by cxpresmg the polypeptide encoded by die 
cDNA insert ofte vector deposited on March 11, 1998 as ATXX: no, 209669, 



^5= 



25 61, PRQS26 

Applicants have identified a cDNA clone that encodes a jkjvcI polypeptide havitig sequence identity with 
ALS, ^xiierein the polypeptide is designated in the present app^catkm as ''PR0526", 

hi one embodiment, the invention provides an isol ated mideic add molecule con^jrisfaig DNA encoding 
a PR0526 polypqrtide. hi one aspect, (he isolated nudeic add comprises DNA encodmg die PR0526 
30 polyp^dehavu^ammo acid residues 1 to 473 of Figure 161 (SEQ JD NO:40Q), or is complementary to such 
encoding nudeic add sequence, and reinains stably bound to it under at le^ 

higji stringencgr comiitions. The isolated nudeic add sequence inay conqxrise the cDNA msert of die vec^ 
deposited on March 26, 1998 with the ATCC as DNA44184-1319 which iirchides die nucleotide sequence 
encodmg FR0526. 

35 hi another embodhnent, tfie mvention provides isolated PR0526 polypeptide. In particular, the 

mvention provides isolated native seqtKuce PR0526 polypqrtide, whidi hi one embodhnent. mchides an arnha) 
add sequence con^ttish^g residues 1 to 473 of Figure 161 (SEQ ID NO:400). Optionally, the PRQ526 
polypeptide is olrtamed or is obtatoable by cxpiessmg the polypeptide aicoded by the cDNA msert of flhe vector 

89 



deposited on March 26, 1998 with the ATCC as DNA44184-1319 which mdudes the nucleotide seqiKOce 
encoding FR0526. 

d2. FROS31 

Api^icants have identified a cDNA doi^ Aai encodes a novel polypeptide having sequence identity with 
protocadh^ins, wherein &e polypeptide is designated in Represent application as "FR0531". 

In one embodiment, the invention provides an isolated nucleic acid nwlecule co^^)risi^g DNA encoding 
a PR0531 polypqrtide. In one aspect, the isolated nucleic acid conqnises DNA encoding tite PR0531 
polypqrtide haviqg amino add residues 1 to 789 of Figure 163 (SEQ ID NO:405). or is complementary to sudi 
e nc oding nucleic acid seqignce^ and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated muileic acid sequence may con^srise die cDNA ins 
deposited on March 26, 1998 as DNA48314-1320 which includes the nudeoti^ sequence encoding PR053i. 

In anothCT embodiment, the invention provides isolated PRQ531 polypeiaide. In particular, tte 
invention provides isolated native sequence PR0531 polypqitide, which in one embodiment, includes 
add sequence conq>risiiig residues 1 to 789 of Figure 163 (SEQ ID NO:405). An additional embodiment of flie 
present invention is dkected to an isolated extracellular domam of a PR0531 polypeptide^ Optionally, the 
PR0531 polypqrtide is obtained or is obtamable by e;qpres5ing flie p^ 
the vector deposited on March 26, 1998 as DNA483 14-1320. 

PRQ534 

Applicants have identi£bd a cDNA clone that eaxxies a novel polypeptide havu^g sequence idesitity with 
disulfide isomerase (sometimes referred to Iwiein as protein disulfide isomerase), \rfieiein the polypeptide is 
itesfenated M the present plication as "PR0534". 

In one embodinwnt, the mveniionpn)vides an isolated nudeic a:id 
a PRQ534 polypqrtide. In one aspect, the isolated nuddc add conqaises DNA encoding the PR0534 
polypeptide having amino acid residues 1 to 360 of Figure 165 (SEQ ID NO:410), or is con^lementary to sudi 
encodmg nudeic add sequence, and ronains stably bound to it under at least mod^ate, and optionally, under 
h^^ stringency conditions. The isolated nucleic acM sequence may oon^dse ^ cDKA imert of the vector 
deposited on March 26, 1998 as DNA48333-1321 which includes fiie nucleotide sequence aicoding PR0534. 

hi another embodiment, the invention provides isolated PR0534 polypeptide. In particular, die 
mvention provides isolated native sequence PR0534 polypeptide , which in ome embodnnent, incliKies an amino 
acid sequence con5)rishxg residues 1 to 360 of Figure 165 (SEQ ID NO:410). An additional embodhnent of flie 
present hivention is directed to an isolated extracellular domam of a PR0534 poIypq>dde. Optionally, tbs 
PR0534 polypeptide is obtamed or is obtainable by expressmg the polypeptide encoded by the cDNA msert of 
(he vector deposited on March 26. 19W as DNA48333-132L 

mom 

^licants haveidcntified acDNA done that eaxxies a novel polypeptidehaving sequence idaitity with 
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sFRPs,^!i*uercin&epolypq«ideisd^ "PR0697". 

la one embodnnent, tiie inveotkm provides an isolated nucleic add molecule compriidng DNA ^n on d^ng 
a PR0697 polypq^ide. In one aspect, the isolated nodeic acid conqidses DNA encoding die PR0697 
polypeptide having amino add xesidu^ 1 throuf^ 295 of Figure 167 (S£Q ID NO:415), or is con^kmentary 
to sudi encoding nuddc acid sequence, and renoains stably hcund to it under at ieas^ 
under Mgb stni^gency conditions. The isolated nudeic add seqiKiKe nzay conprise &e cDNA in^ 
vector deposited with the ATCC on March 26, 1 998 as DNASQ920- 1 32S includes tbe nucleotide sequence 
encoding PR0697. 

In anoth^ embodiment, die invention provides isolated PR0697 polypq)tIde. hi particular, the 
invention provides isolated native sequez^ PR0697 polypeptide , vfiach in one embodiment, inducfes an ^i't>^ 
^d sequence conqnrising residues 1 through 295 of Figure 167 (S£Q ID NO:415). Optionally, the PR0697 
po^^pepti^te is obtained or is obtainable by expressing die polypei^i^ 
d^sited with die ATCX: on March 26, 1998 as DNA50920-1325. 

65- PRQ717 

.^rplicants have identififid a cDNA done ihstt ertcndftR a ivivel 1^ »ranftww»mhT^fi^ polypeptide, wherein 
die polypeptide is designated in the present qiplication as "PR0717". 

In one enibodinient, the invention provides an isolated nudeic 
a PR0717 polypeptide* In one aspect, the isolated mideic add C(HHwises DNA encoding the PR0717 
polypeptide having amino add residues 1 through 560 of Figure 169 (SEQ ID NO:420}, or is con^lementaxy 
to sudi encoding nucleic add sequence, and remains stably bound to it ux^ at least moderate, and 0|^onaIly, 
undo: hig^ stringency conditions. The isolated nudeic add se^ienoe way concise the cDNA insert of the 
vector deposited on April 28, 1998 with ti^ ATCX: as DNA5(»88-1326 whidi includes tize mK^Ieotide sequence 
rac6diAgPR0717. 

In another embodiment, tte invention provides isolated PR0717 polyp^tide. In particular, die 
invention provides isolated native sequence PRa717 polypeptide, whidi in one embodiment, indudes an antino 
add sequence conqirising residues 1 through 560 of Figure 169 (SEQ n>NO:420^^ An additional mbodiment 
of die presem invention is directed to an isolated extracellular doniain of a PR071^ Optionally, 
the PRO? 17 polyp^tide is obtained or is obtainable by e^qKe&sing the polypeptide encoded fay tiie cDNA insert 
of the vector deposited oa April 28, 1998 widi die ATCX! as DNA50988-1326. 

66. PR0731 

Applicants have identified a cDNA clone (hat encodes a novd polypeptide havipg sequence identity with 
protDcadherin 4, wherein the polypeptide is designated in the present explication as "PROTSI *. 

In one embodiment, die invention imvides an isolated nudeic add molecule con^)rising DNA encoding 
a PR0731 polypeptide. In one aspect, the isolated nucleic add cwnprises DNA encodiqg die PR0731 
polypq»tide having amino acid residues 1 tiirough 1 184 of Figure 171 (SEQ ID NO:425), or is con?>lementaiy 
to sudiencodipgnuddc add sequence, and r^nains stably bound to it under at least tnoderate, and optionally, 
undtt high strii^ency conditions. The isolated nucleic add sequence m^ conqprise die cDNA msert of die 
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vector doited cm March 31, 1998 v(4th the ATCX: as DNA4g33M329 which ii^^ 
encoding PR0731. 

In another embodiment, the inventicm provides isolated PR0731 polypeptide. In particular, the 
invention provides isolated native sequence PR073 1 polypeptidet which in one emhodhnent, izsdudes an amino 
add seq^ieoceconq^nig residues Ithrou^ 1184 of I^gurel^^ additional embodiment 

of the present hivention is directed to an isoktedextraceOuI^ Optional^, 
the PR073 1 polypeptide is obtamed or is ol^ainable by e^qjiessing the polypeptide encoded by die cDNA insert 
of the vector deposited on Mardi 31. 1998 with the ATCC as DNA48331-1329. 

PR0218 

^)[^[icants have identified a cDN A dotK that encodes a novel nxuM-transmembrane protein having 
sequence identity with membrane regulator proteins, wherehi the polypeptide is designated in the presesst 
i^lication as "PRQ218°. 

In one embodiment, the hivention provides an isolated m^eic ^id molecule conq^ipg DNA eocoding 
a PRQ218 polypeptide. In one aspect, the isolated nudek^ add conq^rises DNA encoding the PRQ21S 
polypqrtiite hssmng amino add residues 1 through 455 of Figure 173 (SEQ ID NO:430), or is complenMHtary 
to snch encoding nndcic add sequence, and remains stably bound to it iinder at least moderate, and npHr mglly , 
under hl^ stringency coixlitions. The isolated nudeic add sequence may OQnq)rise the cDNA insert of the 
vector deposited on April 28, 1998 with ti>e ATCC as DNA308674335^diidimdudes the n^^ 
encodmg PRQ218. 

In another embodiment, the invention provides isolated PR02I8 polypeptide. In particular, the 
invention provides isolated native sequence PRQ21 8 polype^ide, whidi in one embodunent, hicludes an rmtm 
add sequence con?>risu« residues 1 fluoujji 455 of Kguie 173 (SEQ ID NO:430). OptionaDy, the PR0218 
polypeptide is otoiited or is obtainable by esq^ressing the polypei^ 
deposited on April 28, 1998 wifli the ATOC as DNA30867-1335. 

hi another embodiment, the invention provides an expressed sequence tag (EST) segiiftifift nrnnp n'grng 
the nucleotide sequoKse of Figure 174 (SEQ ID NO:431}, designated herdn as DNA14472. 

In another aid>odini^ the invention pn)vides an eq>ressed 
tise nucleotide sequence of Figure 175 (SEQ ID NO:432). designated herein as DNA15846. 

€s. mm 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity widi 
imegrins, wherein the polypeptide is derfgnated in the present application as "PR0768". 

In one embodiment, ibs invention provicks an isolated nucleic add molecule om^prising DNA encodu^ 
a PR076S polyp^dde. In one aspect, the isolated nucleic add comprise DNA eooodrng the PR0768 
poIypq>tide having amim> acid residjtts 1 toni^ 1 141 of Figure 177 (SEQ ID NO:437). or is con^dementaiy 
to such encodipg nudeic acid se^iaice, and remains stably bound to it under at least moderate, and optionally, 
under hi^ stringency conditions. The isolated nucleic acid sequ^ice m^ conqnise the cDNA insert of the 
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vector <teposited on April 6, 1998 as DNA55737-1345 ^fhkh indudes the nucleotide sequence eiKXxIiEig 
PR0768. 

In another embodiment, the inventicMi provides isolated PR0768 polypq«ide. In particular, the 
hivention provides isolated native sequence PR0768 polypqrtide, wtacSi in one embodtoffint, inchides an fl fpinQ 
add sequence comprising reddueslthruugji 1141 of Figure 177 (SEQroNO:^^ An additional embodiment 
of the present invention is directed to an isolated extniceUulardoma^ Optionally, 
the PRCff 68 polypqytide is obtained or is obtainable by ejpiessiog to 
of tiie vector <^)Osited on ^rril 6, 1998 as DNA55737-1345. 

69, PR0771 

Applicants have identified a cDNA done that encodes a jqo vd po^rpeptide having sequ^ice identity with 
testican. wherein the i»l3^tide is designated in the present applicati^ "PROTTl". 

hi one anbodinffint. the inventkm provides an isolated nudeic add molecnle conyrisii^ DNA enmding 
a PR0771 polypeptide. In one aspect, the isolated nucleic add comimses DNA encoding the PR0771 
polypeptide havmg amhio acid residues 1 teongh 436 of Hgurc 179 (SEQ ID NO;442), or is con^^leniCTtary 
to such &£coding nucleic acid sequence, and remains stably bound to it under at least modmte, and optionally, 
under hi^i stringency conditions. The isolated nucleic add sequence may conqnise the cDNA ins^ of the 
vector deposited on 7, 1S^8 wgh the ATCC as DNA49829-1346 whirfi mc^^d^ ^ miclfotidc sequence 
encoding PR077L 

Jn another embodiment, the invention provides isolated PR0771 polypeptifc. In particular, Ae 
inv^ition provides isolated native sequeiK:e PR0771 polypeptide, vrtiidi in ooe embodiment, indudes an flmlnfl 
add sequence con^irising residues 1 through 436 of Rgure 179 (SEQ ID N0:4^^ Opdonaily. the PR0771 
polypq)tide is obtamed or is obtainable by expressiAg die pdypeptid^ 
dqjosited on April 7, 1998 widi the ATCC as DNA49829-1346, 



70. vR< ym 

^licants have identifiedacDNA clone that effiX)desanovelpolypqrtidehavi^ identify widi 

ft^ TiyST2 receptor biaimg prcrtein. wherein the polypeptide is designated in Ihe joesent qjpUcation as 
•PR0733". 

In one enibodiment, d!ie mventiQnpn)vides an isolated nuckic a^^ 
a PR0733 polypepticte. In one aspect, the isolated nucleic add comprises DNA aicodhig die PR0733 
polypeptide having amino acid residues 1 flhrougji 229 of Figure 1 8 1 (SEQ ID N0:447) , or is complementary 
to sudi encoding nucldc add sequence, and remains statoly boui^ 

under higji stringency conditions. The isolated nuddc add sequence may comprise the cDNA msert of the 

vector doited on ^ril 7, 1998 with the ATCC as DNA^196-1348whidi inchides die nucleotute sequence 
a3CodaigPR0733. 

In another embodunent, die mvention provUes isolated PR0733 polypeptide. In particular, the 
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inventioa provides isolated native sequence PR0733 polypeptide, wbidi in oi^ embodiment* includes an amino 
acid sequence con^rising residues Ithnnxgh 229 of F^gu^ An additional emibodimeot 

of the pies^ invention k directed to an isolated extracellular Optionally, 
the PR0733 polypeptide is o toined or is obtainable by esqnessiqg the polypqitide encoded by the cDNA insert 
of die vector dq)osited on April 7, 1998 as DNA52196-1348. 

71. msm 

Applicants have identified a cD NA done that encodes a novel polypej^ide having sequm:e identity widi 
pancreatitis-associated protein* vixeidn die polypq>tide is desiignated in the ptesent s^lication as "PR0162* . 

In one emibodiment, the invention provides an isolated nucleic acid molecule con^>tising DNA encodiz^ 
a FR0162 polypqrtide. la oi^ aspect, die isolated nucleic add conq^rises DNA encoding die PROi62 
poIypq^Hide having amino add residues 1 throug|i 17S of Figure 183 (SEQ ID NO:4S2)* or is oonqilanexitary 
to such encoding luurteic add sequence* and remains stably bound to it unde^ 

under high stringeocy c<Hiditions. Hie isolated nucleic add sequence may coaq)xise the d)NA insert of die 
vector deposited on May 6* 1998 vnih ib& ATCX: as DNA5696S-1356 which indudes the nucleotide sequence 
encoding PR0162. 

In ans^ier embodiment* the invendon provides isolated PR0162 polypqytide. hi particular, die 
invention provides isolated native sequeiK^e PR0162 polypeptide* which in one embodiment* includes an amino 
add se^iencc comprisu^ residues 1 dirou^ 175 of Figure 183 (SEQ ID NO:452). Optionally, die PR0162 
polypqptide is obtainedor is obtainable by expressing die polypqtide encoded by die cDNA insert of die vector 
deposited on 6, 1998 widi die ATCC as DNA56965'1356. 

72. mim 

Applicants have ide33tified a cDNA clone diat OK^des a novd polypq^ 
anti-neoplastic urinary {HX>tein* wherein the polypeptide is designated in 1^ *'PR07B8\ 

In one embodinm* die invention pro vides an isolated nucfeic add 
a PR0788 polypeptide. In one aspect, die isolated nuddc add campdses DNA cxicoding the PR078S 
polypq>tide having amino add residues 1 ffaioug|} 125ofPigure 185 (SEQ ID NO:454), or is complementary 
to such encodiog nuddc acid sequetu^e* and rCTams stably bound to it under at least moderate, and opdonaHy, 
under high stringency condidons. The isolated nucleic add sequence may ocHC^rise die cDNA insert of the 
vector deposited on May 6* 1998wididieATCXasDNA564(15-1357^tiiichinchidesdm 
encodiog PR0788. 

In another embodiment, die invendon provides isolated PR0788 polypeptide. In particular* die 
invention provides isolated native sequence PR0788 polypeptide, which in one embodiment, indudes an amino 
acid sequcnioeconqnising residues Idirou^ 125 of Figure 18S(S^ An additional endbodhnent 

of the present invention is directed to an isolated extracellular domain of a Optioxially, 
the PR07S8 polyp^de is obtained or is obtainable by ejqnessing the polypeptide encoded by die cDNA insert 
of die vector deposited on May 6, 1998 with die ATCC as DNA56405-1357, 
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73. PROIOOS 

Appltcants have Identifiied a cDNA clone.diat oicodes a novd polypeptide having sequence identity with 
dickkopf-1 (dkk-l), wherein the polypeptide is designated in tbs present application as TROIOOS*. 

In (Hie embodiment, die invemion provides an isolated nucleic add molecule oonqxrising DNA encodipg 
a PRO1008 polypeptide. In oik aspect, the isolated nucleic acid con9)rises DNA encoding the FRO1008 
polypeptide having amino add residues 1 diroug^ 266 of Figure 187 (S£Q ID NO:4S6), or is complementary 
to such encoding nucleic add sequence, and ronains stably bound to it ututo at least moderate , and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may conipise the cDNA his^ 
vector doited on May 20, 1998 widitl^ATCC as DNAS753(^137S which indudestte nucleotide seq^ 
encoding PRO1008. 

In another embodiment, the invention provides isolated FROIOOS polypqpti<te. In particular, the 
inventionproWdesisoIatednative sequence PR01CK)8 polypeptide, mdudes an amino 

add sequttice con^ffisiog residues 1 tfarou^ 266 of Kgure 187 (SBQ ID N0:4^. Optionally, the PRO1008 
polypqitide is obtained or is obtainable by e^ressing the polypeptide encoded by the cDNA insert of die vector 
deposited on lAsiy 20, 1998 wifli die ATCC as DNA57530-1375. 

fa fltinther emhnfiiment, the nWCTHnn pmyt/toi ati p^rjrrfissM t^tp^rPi f«£ (FSTT) rfp<i^fltftH hpyy^m 

DNA16508 conning the mK:leotide sequence of Figure 188 (SEQ ID NO:457). 

74. PRO1012 

Applicants have ideotifieda cDNA done that encodes anovd polypqtide having sequence identity with 
disulfide isoxnerase and phosphol^mse C, ^niierdn the polypeptikte is designated in the present ^iplication as 
''PRO1012\ 

in ao& embodhnent, the invention provides an isolated nudeic add molecule CQnq>rising DNA ezKxxfiog 
a PRO10i2 polypQytide. In one aspect, die isolated nucldc add con^rises DNA encoding the PROI012 
polypQrtidc having antim) «:id residues 1 duough 747 of Figure 190 (SEQ ID NO:459), or is complementary 
to such encodmg nucldc add sequence, and r^nains stably boimd to 

under high stripgency conditions. Hie isolated nuddc sequence noay con^irise the cDNA insert of the 
vector deposited on May 14, 1998 with the ATCC as DNA56439-1376, whidi indudes the nucleotide sequence 
encoding PROI012. 

hi anodier embodhnent, die invention provides isolated FRO1012 polypeptide. In particular, the 
invention provides isolated native sequence PROi012 polypeptide, which in one embodiment, indudes an amino 
add sequm^e conqirising residues 1 through 747 of Figure 190 (SEQ ID NO:4S9). Optionally, die PRO1012 
polypeptide is obtained or is obtainafok by expiessixig d^ pdypqn^ 
deposited on May 14, 1998 widi die ATCC as DNA56439-1376. 

75. PRO1014 

Applicants have identiiledacDNAdoi^ that encodes anovd polypeptide havt^ 
reductase, wherem die polypeptide h designated in die present application as *PRO1014". 

inoneonbodiment, dieinveiUioniTOvides anisolatednucIeicaddmoleculeconvrishigDNAeiKroding 
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a FRO1014 polypqjdde. In one aspect, the isolated nadeic sedi con5>rises DNA «icoding the PRO1014 
polypeptide having amino add residues 1 through 300 of Figure 192 (SEQ ID NO:464), or is conqteMttary 
to such eocodiiig mKdeic add sequence, and remains staWybound to it under at least moderate, and optionally, 

hi^ string^iffiy conditions. The isolated mKJleic acid sequence may ccm^ttise the cDNA insm 
vector deposited on May 20. 1^ as DNA56409-1377 wiih the ATCC ^rfiich faidudes tiie ^ 
encoding FRO1014. 

in another emibodin^ &e hivention provides isolated FRO1014 polypeptide. In particular, the 
inycntionprovides isolated native sequence PRO10i4 polypepti<te, vstohin one embodiment, inchides an.amiDo 
add sequence con^irish^g residues 1 toough 300 of Hgure 192 (SEQ ID NO:464). Optionally, the KtO1014 
polyp^tide is obtained oris obtainable by e^qnessing the polypeptide encoded by the cDNA msert of the vector 
deposited on May 20. 1998 as DNA56409-1377 wifli tiie ATCX:, 

76. mmi 

^>plicant5 have identified a cDNA clone that encodes a novd polypeptide haviog sequence identiQr with 
HNK-1 sulfotransfwase, \**Larein the polypeptide is designated in die present q^jdicatioa as "PRO1017" . 

In one enibodhiient, the imraition provides an isolate 
a PRO1017 pdypeptide. In one aspect, the isolated middc add con?>rises DNA encoding the PR01017 
polypeptide having amino add residues 1 throu^ 414 of I^gure 194 (SEQ ID NO:466), or is coiiq>lefflBMflary 
to sudi encoding mjdeic add sequence, and renaauB stably bound ^ 
under high stringency conditions. The isolated nucleic acid sequeiK» may con^nrise ^ 
vector deposited on May 20. 1998 with the ATOC as DNA561 12-1379 whidi includes the nucleotide sequence 
CTCoding PRO1017. 

In ano&er embodunait, tlw mvcntian provides isolated PRO1017 polypeptide. In particular, the 
hrrauionprovides isoIatednativesequtticePRO1017polypq)tide, \sAidimoneembodinm, indudes an amino 
acid sequence con?Jrising residues I through 414 of Rgure 194 (SEQ ID NO:466). Opticinally, die PRO1017 
polypeptide is obtahied or is obtainable by e7qn»ssii$ ^ pdypeptide eno^ 
dqKJsited on May 20, 1998 with the ATCX as DNA561I2-1379. 

77. PR0474 

.^»plicants have identified a cDNA done diat encodes anovd polypeptide having sequence identity with 
ddiydrogenase, Mterein the polypeptide is designated in the present plication as *PR0474". 

la one embodunrat, &e invention provides an isolated nudeic acid molecule conqirishig DNA encodhig 
a PR0474 polypeptide. In on& aspect, die isolated nudeic acid con5>rises DNA encoding the PR0474 
polypeptide havmg amino acid residues 1 througji 270 of Rguie 196 (SEQ ID NO:468), or is oonq)lemenlary 
to sudi encodmg nudeic acid sequence, snd remams stably bound to it under at least moderate, and optionally, 
under hi^ stringency conditions. The isolated nudeic add sequence may con^aise tf» cDNA insert of the 
vedor deposited on May 14, 1998 with the ATCX as DNA56045-1380 which indudes the nudeoti^ 
etKxx!ii^PR0474. 



96 



In anodier embodiment, the invention provides isolated PR0474 poIypq)tide. In particular, (bt 
invention provides isolated native sequence PR0474 polypeptide, which in one embodiment, includes an p f]i<inp 
acid seqaeiffie conqffisn^ residnes 1 thnw^gh 270 of Hguze 196 (SEQ ID NO:468). Olrtionally, tite PR0474 
polypq)tide is obtained or is obtainable by e^q^ressing flie polypeptide «icoded by die cDNA insert of the vector 
deposited on May 14. 1998 with flie ATCC as DNA56045-13^. 

78. PRO103i 

Applicants have identified acDNA clone timtemx)des anovel polypeptide having sequence identity wilfa 
IL-17, wherdn the polypeptide is designated in die present application as *PRO1031". 

In one embodiment, the invention fmvides an isolated nucleic acid ]Ktt>lecuIe conqixising DNA encoding 
a PRO1031 polypeptixte. In one aspect, the isolated nucleic acid cw^rises DNA enoodh^ the PRO1031 
polypqjiide having amino add residues 1 throu^ 180 of Figure 198 (SEQ ID NO:470)» or is con^lementary 
to such encoding nuclek add sequeiKe, and remains staUy bound t^ and optionally, 

under high stringency conditions. The isolated nndeic add sequence xnay conq>rise the cDN A insert of die 
vector d^)osited on May 14, 1998 widi the ATCC as DNA59294-1381 vdiicfa indudes the nucleotide sequence 
encoding PRO1031. 

hi anodier embodiment, the invention provides isolated PR01Q31 polypq^de. In particular, die 
inventionprovides isolated native sequence PRO103 1 polypeptide, v^tidi in one embodinuent, incfades an amino 
add sequence coni^Trising residues 1 dirough 180 of Hgure 198 (SEQ ID NO:470). Optioinany, die PRO1031 
polypqitide is obtained or is obtainable by e^qnessing die polypqytide encoded by die cDNA msen of the vector 
deposited on May 14, 1998 widi die ATCC as DNA59294-1381, 

79* PR0938 

Applicants have identified a cDNA done that encodes a novel polypeptide having sequence identic to 
protein disulfide isomerase, wherdn the polypeptide is designated in die present i^lication as **PR0938'*. 

In one embodinient, die inventiQapn)vides an isolated nudeic ad^ 
a PRQ938 polypeptide. In one aspect, tbc isolated midcic add conqmses DNA encoding die PR0938 
polypq)tide having amino add residues 1 to 349 of Figure 200 (SEQ IDNO:472), or is con9>lenien!azy to sudi 
encoding nucleic add sequence, and remains stab^bomid to it und^ at least moderate, and optionally, under 
higli stringeocy conditions. In odier aq>ects, the isola^ tBKddc ffi^id comprises DNA encodi^ 
polypeptide having amino add residues about 23 to 349 of Figure 200 (SEQ ID NO:472) or amino acid 1 or 
about 23 to X of Figure 200 (SEQ ID NO :472) , where X is any amiiM> acid fiom 1 86 to 1 95 of Figure 200 (SEQ 
ID NO : 472), or is con^lementary to such eocodu^ nucleic add sequence, and remahis stably bound to it uncfer 
at least moderate, and optionally, under high stringency oonditiom. The isolated nucleic add sequence may 
con5)rise die cDNA insert of the DNA5d433-1406 vector dqwsited on May 12, 1998, as ATCC Accession No. 
209857 ^K^iich inchides die nudeotide sequence encoding PR0938* 

In anodier embodiment, die inveotion provides isolated PR0938 polypeptide, fii particular, die 
invmion provides isolated native sequence PR0938 poibp^tide, 

add sequ^con5)risix^g residues 1 to 349 ofFigure 200 (SEQ ID NO:472). Additional embodinttnts of dK 
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present invention are directed to PR093 8 polypeptides conqmsing amino acids about 23 to 349 of Figure 200 
(SEQ ID NO:472) or anoino add 1 or about 23 to X of Figure 200 (SEQ ID NO:472), where X is any amino 
acid from 186 to 195 of Figure 200 (SEQ ID NO:472)* Optionalfy, tiie PR0938 polypeptide is obtained or is 
obtainable by e^qnessing tibe pdyp^tide encoded by the cDNA ixsert of ijbe DNA56433-1406 vector deposited 
on May 12, 1998, as ATCC Accession No. 209857, 

5 

80* FRO1082 

Applicants have identified a cDNA clone that encodes a novd pol)^^ 
a lectin-like oxidized LDL recqitor, wherein the polypq^ide is designated in the present application as 
"PRO1082\ 

10 In one embodiment, ^ invention {HX>vides an isolated luicldc add molecule comprising DNA encoding 

a roO1082 polypqrtide. la esse aspect, the isolated nucleic acid comprises DNA encoding the P11O1082 
^ polype|)l]de having amino add residues Ithiou^ of Figure 202 (SEQ ID NO:477), oris conq>Iementaiy 
^ to sucllencodi^gInIdeic acid sequence, and remains stably bound to it und^ 

^ under h^ stringency conditions. Theisolatednudeicacidsequezu:eniay comprise &ecDNA insert of the 
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I y 15 vector deposited on May 14, 1998 with the ATCC as DNA5S912-1457 vAasih inchides &e nucleotide sequence 
:~ encoding FRO1082. 

i in aiK>dKr embodiment, the invention provides kolated PRO1082 po]j^pq>tide. In particular, die 

inventionpr0vides isolated native sequence PRO1082poIypqitide, vi^iich inone embodiment, iodudes an amino 
add sequence conpisirig residues Idiroi^ 201 of Figure 202 (SEQ I^ An additional enibodhnent 

of the present invention is directed to an isolated domain of a PRO1082 polypeptide, excludipg the 
^ transmembrane domain. C>ptionally, the PRO1082 polypeptide is obtamed or is otoinabte 

polypeptide cm»ded by tte cDNA insert of the vector deposited on May 14, 1998 with the ATCC as 
DNA53912-1457. 



25 a, PRO1083 

>^licants have identified acDNA dooethat encodes anovd polypeptide having seqmice identic widi 
a 7IM receptor, latrophilin-rdated protein 1 , ai^ a macrophage restricted cell sur&oe glycoprotem. \«^rein 
the polypeptide is designated in the present ^Hcation as TRO1083". 

M one embodimem, tihe invention provides an isolated luideic add nK]lec^ 
30 a FRO1083 polypqnide. In one aspect, die isolated nuddc add conqnises DNA encoding the PRO1083 
polypeptide having amino add residues 1 throu^ 693 of Figure 204 (SEQ ID NO:483}, or is con^^lementaiy 
to such encodii^ nucleic add sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency oorulitions. The isolated nucleic add sequence may conqxrise the cDNA insect of the 
vector deposited cm May 12, 1998 with the ATCC as DNA50921-1458 ^ch mchides the nudeotide sequence 
35 encodhigPRO1083. 

in anodier embodiment, the invention provides isolated PRO1083 polypeptide. In particular, the 
invention provides isolated native sequence PRO1083 polypeptide, vM:h hi oi^ embodmm, inchides 
add sequence coD^risiiig residues Itimni^ 693 of Hguie2M Anadditknialeixibodiiiieiit 
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of lliepreseatmventbn is directed to an isol^ Optionallyt 
the PRO lOaS polypeptide is obtained or is obtainable by expressing tiie polypeptide ^icoded by the cDNA imert 
of the vector deposited on May 12. 1998 with the ATCC as DNA5092M458. 

In another enibodimeat, the ioveatitm provi^ 
DNA242S6 ^ch con^rises the nucleotide sequence of F|guze 205 (SEQ ID NO;4a4). 

82. PRO2Q0 

The objects of this invention, as defined generally supra, are achieved at least in part by the provisKm 
of a novel polypeptide* VEGF-E also herein itesignated FRQ200, (SEQ ID NiD:48S) and the nucleic acid 
encoding ftafefor, SEQ ID NO:487. residues 259 thiuu^ 1293. 

hi one enobodiment, the invezztion provides an isolated nu^ 
a VEGF-E polypeptide, hi om aspect, the isolated nuddc acid conq>rise8 DNA etKsodiog the VEGF^E 
polypeptide havmg ammo add residues 1 dnoug}& 345 of Hgme 207 (SBQ ID NO:488), or is conq>lesnfintary 
to such encoding nudeic acid sequence, and remains stabfy bound to it under low stringency conditions* In 
another embodiinent, variants arc provided \^ierdn the VEGF-E micldc acid has single or multiple deletions, 
snbstitutiGns, insertions, truncations or combinations thereof. 

In another embodiment, the mvention provides isolated VEGF-E polypqytide. In particular, the 
invention provides an isolated native sequence VEGF-E polyp^de, which in one embodhnent, includes an 
amino acid sequence c(»i^nsing residues I through 345 of Figure 207 (SEQ ID NO:488}. In another 
embodiment, variants are provided ^Klierein the VEGF-E polypeptide has sii^e or multq)Ie dd^kms, 
substitutions, insertions, truncations or ccHnbmations fliereof. * 

In yet Airtber en^xxiiments, the presait invention is directed to compositions useful for treatiag 
indications ^lere proliferation, survival and/or differentiation ofceUs is desired, coiiqisrising a theiqieatically 
effective amount of a VEGF-E polypeptide hereof in admixture with a pharmaceutically acceptable carrier. 

The invention further indudes associated emtodiments of VEGF-E such as modified VEGF-E 
pdypqytides and modified variants v^^iich have &e same biological plications as VEGF-E, and phflmiflrtAiiriAoi 
con^sitions incorporating same. Inhibitors of VEC^-E are also provided. 

83, PR028SaBdPRQ2S6 

Applicants have id^tified two novel cDNA clones that encode novel human Toll polypeptides, 
designated m the present plication as PRQ285 (encoded by DNA40021-n54) and PR0286 («icodcd by 
DNA42^1154). 

In one embodonent, the inveudon provides an isolated nucleic acid molecule conqxrising a DNA 
encoding a polypeptide havbg at least abom 80% sequoice identity, preferably at least about S5% sequence 
identiQr, more preferably at least about 90% sequence idasHty^ most preferably at least about 95% sequence 
idmity to (a) a DNA molecule em»ding a PRQ285 polypeptide having amhK) add residues 27 to 83 9 of Figure 
209 (SEQ ID NO;496); or (b) to a DNA nwleculc encoding a PR0286 polypeptide having ammo add residues 
27 to 825 of Figure 211 (SH2 ID NO:498) or (c) (he complement of the DNA molecule of (a) or (b). The 
con^>lexnentary DNA molecule preferably ronams staUy bound to such eocoding mideic acidseqiKncennder 
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at least moderate, and oi^nally, under high stringency conditions. 

In a further embodimed, die isolated mideic acid molecule conq>rises a polynucleotide that has at least 
about 90%, preferably at least about 95% sequence i^tendty with a polynucleotide encodiiig a polypeptide 
conqjrisipg the sequence of amino adds 1 to 839 of Figure 209 (SEQ ID NO:496); or at least about 90%, 
preferably at least about 95% sequence identity with apolynwleodde OKXKiing a polypeptide compristQg the 
sequence of mm) acids 1 to 1041 of Figure 211 (SEQ ID NO:49S). 

In a specific onbodiment, the inventian provides an isolated nucleic acid molecule con^rising DNA 
encoding native or variant PRQ285 and FR02S6 polypeptides . with or without the N-temrfnal signal sequence, 
and with or without the transmembrane regions of the respective full-lengdi sequences. In one aspect, the 
isolated nucleic acid con:^)^ise8 DNA encofing a mamre, full-letigdi native PROZSS or PRQ286 polypeptide 
havii^ ammo acid residues 1 to 1049 of Figure 209 (SEQ ID NO:496) and 1 to 1041 of Hgure 21 1 (SEQ ID 
NO: 49Si, or is complementary to such enooding nucleic add sequence. In another aspect, &e inventian 
concent an isolated nucleic add molecule that conqdses DNA eiKoding a native PRQ285 or PRQ286 

polypepttitewidlC»It an N-ternxinal signal SeqceOOe, nr k cntn pTgmenf aty tn mwh ftryft Hmg nrK^lMT ftriH iwyi^fyy 

Iq yet another embodiment, die invention concerns nudeic add encoding transntembrane-donoain <^eted or 
inactivated fonns of the fuD-lengdi native PR02&S or PRQ286 proteins* 

In another embodiment, die invention die isolated nucldc add molecule oonQxrises the done 
(DNA40021-1154) deposited on Octd>er 17, 1997, under ATCC numtax 209389; or die clone (DNA42663- 
1154) dqiosited on October 17, 1997, umler ATCC number 209386. 

hi yet anodxer embodiment, die invention provides a vector conqnising DNA encodicig FRQ285 and 
PRQ286 polypq>tides, or their variants. Thus, die vec^ may con^rise any of the isolated nucleic add 
molecules hereinabove defined. 

In anodier enabodiment, die invention provides isolated PRQ28S and FR0286 polypq«ides. hi 
particular, die invendon provides isolated native sequence PR028S and FR0286 polypefrtides, i»iiidi in one 
embodiinent. uKdude die amino add sequences comprismg residues 1 to 

211 (SEQ ID NOS:496 and 498), respectively. The hiventioa also provides for variants of the PR028S and 
PR0286 polypeptides which are encoded by any of die isolated nndeic add molecules hereinabove defined. 
Specific variants include, Init are not Umited to, ddetxon (truncated) vartanls of die fuU-leogdi native seq^imy 
PR0285 and PRQ286 polypq>tides which lack die respective N-terminal signal sequences and/or have dieir 
re^>ective transmembrane and/or cytoplasmic rfnmflinR delved or inactivated. 

The mvention also ^ledfically indudes antibodies widi dual specificities, e.g., bispedfic antibodies 
binding more than one Toll polyp^de. 

In yet anodier embodiment, die indention concerns agonists and antagonists of the native PRQ285 and 
PRQ286 polypqrtides. In a particular embodhnent, die agonist or antagonist is an 8nti-PRQ285 or anti-PRQ286 
antibody. 

In a further embodiment, die invention conoems screemng assays to identiQr flgonistx nr anta^wigfK nf 
the native PR0285 and PR0286 polypeptides. 

In a still further embodimei^ die invention concens a conqKwition conq)rish^ a PRQ285 or PR0286 
polypeptide, or an agonist or anta^mist as herdnabove drfted, hi conibmation with a pharmaceuticaUy 
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acoqrtable carrier. 

The inveotioii farther cosoems a conqx)SitiQn GO]iq>nsing aa aolibacfy specifically binding a PR0285 
or PRQ286 polyp^tide, in combination wi& a pbannaceutically acceptable carrier. 

The invention also concems a method of treating sef^ shock conqidsing administering to a patient an 
effective anKHmtofanantagomstofaPR0285 or PR02^polyp^tide. In a spedGcembodinrat. the antagonist 
is a blocking antibody specifically bindii^g a native PRQ285 or PRQ286 polypeptide. 

«. FR0213-1. PROi330 and FR01449 

The present invention concerns coni^ositions and methods for dte diagnosis and treatment of neoplastic 
cell gmwfli and pmltferarimi in mammflTg, mrhirfing hiimqng The present invention is based on die id^ification 
cfgeiTO that are amplified in the genome of tumor c^. Such gene an^tlification is eaqtecCed to be associated 
widi tiie overe;q)res8ion of die gene product and coittnbute to tumorigenesis. Accordingly, the protdns encoded 
by ite mp] ified geiKs are believed to be usefiil targets for die diagnosis and/or treatment Qnclwiing prevention) 
of certain cancers, and m^ act as predictors of die pn)giK>sis of tunKsr treatm^ 

In one enobodiment , the present invention provides an isolated nucleic add molecule conqnising DNA ftfwyvfmg 
a PRO213-l,PRO1330 and/or PR01449 polypeptide. In ojk aspect, die isolated nucleic add con^irisesDNA 
encoding die PRQ213-1, PRO1330 and/or 1^01449 polypq»ddebavii% amino add residues 1 to 295 of Hgure 
213 (SEQ ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) and 20 to 273 of Rgure 217 (SEQ ID 
NO:510), respectively, or is con^ementazy to such encoding nucleic add sequence, and remains stably bound 
to it under at least moderate, and o|rtionaIIy, under hig}i stringency condidons* The isolated nucleic acid 
sequence may < on^nrise die cDNA insert of die vector d^ignated as DNA3(m3-l 163 (ATCC 209791} dqiosited 
on Aprfl 21, 1998; DNA64907-1163-1 (ATCC 203242) deposited on Septonber 9, 1998 tmd/oT DNA64908- 
116M (ATCC 203243) dqK>sited on Sqrtember 9, 1998. 

In another embodiment, thepresent invention conqirises an isolated nucleic add molecule having at least 
about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least about 
90% sequence identiiy, most preferably at least about 95% sequence identity to (a) a DNA molecule encoding 
a PR0213-1. PRO1330 and/or PR01449 pdypqrtide havii^ amino add residues 1 to 295 of Figure 213 (SEQ 
ID NO:506). 20 to 273 of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510). 
respective^jr; or (b) die comj^ement of the DNA nwlecule of (a), 

la anodier embodnnent, die invend<Mi provides an isolated PR0213-1, PRO1330 and/or PR01449 
polypQrtide. In particular, die invention provides isolated nadve seqiwnce PRQ213-1, PRO1330 and/or 
PR01449 polypeptide, whidi in one embodiment, indudes an amino acid ^qmiceoon^risiQg residues 1 to 295 
of Figure 213 (SEQ ID NO:506), 20 to 273 of Figure 215 (SEQ ID NO:508) or 20 to 273 of Figure 217 (SEQ 
ID NO:510), re^)ectively. Optional^, die PRQ213-1, PRO1330 and/or PR01449 polypeptide is obtained or 
obtainable by expressing die polyp^tide encoded by die cDNA insert of die DNA30943-1 163 (ATCC 209791), 
DNA64907-1163-1 (ATCC 203242) or DNA64908-1163-1 (ATCC 203243). 

In anodier aspect die invention provides an isolated PRQ213-1, PRO1330, and/or PR01449 
polypeptide , conqsrising an amino acid sequence iiaving at least about 80 % sequence identity, prefierably at least 
about 85 % sequoKse identity, more preferably at least ab«it 95 % sequence iteitity to amino add residues 1 to 
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295 of Figure 213 (SEQ ID NO:5{)6), 20 to 273 of Figure 215 (SEQ ED NO:508) or 20 to 273 of Figure 217 
(SEQ ID NO:510). inclusive. 

In yet aiK>tfaer&zibodinient, the invent PRO1330, ami/or FR01449 

polypqrtide, ccm^nising the amino add residues 1 to 295 of Figure 213 (SEQ ID NO.-506), 20 to 273 of Figure 
215 (SEQ ID NO:508) or 20 to 273 of Figure 217 (SEQ ID NO:510), or a ftagment tliereof suflBcicnt to provide 
abindingsitefarananti-PR0213-l. anti-PRO1330and/oranti-PRO1449 antibody. Preferably, fee PRQ213-1, 
PRO1330. and/or PR01449ftagmem retains a qualitati^ 
and/or PR01449 polypejrtide. 

In a tetha: aspect, the invention coooems an isolated PRQ213-1. FRO1330, and/or PR01449 
polypqnide, oon;)rising an amino add sequrace scoriiig at least about S0% positives, preferably at lea^ about 
S5% positives, more preferably at least about 90% positives. nu>st preferably at least about 95% positives whoi 
conq^ared wifli the anuno add sequence of residues 1 to 295 of I%ure 213 (SEQ ID NO:506), 20 to 273 of 
Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510). respectively. 

In still a further aspect, the invemion provides a polypeptide produced by 0} hybndizmg a test DNA 
molecule under stringent ccHiditi(ms widi: (a) a DNA molecule encoding a PRQ213*1, PRO1330. and/or 
FR01449polypcptide having flie amino add residues from 1 to 295 of Figure 213 (SEQ ID NO:506), 20 to 273 
of Figure 215 (SEQ ID NO:508) and 20 to 273 of Figure 217 (SEQ ID NO:510). re^>ectivrfy; or the 
complement of die DNA molecule of (a) . and if said test DNA molecule has at leas t about an 80 % sequence 
idendty to (a) or (b). (ii) culturing a host cell co^^»rish% said test DNA molecule under conditions suitable for 
the expression of said polypqptiite, and 0i9 recovering said polypqjti^ 

In one embodiment, the present invention concecos an isolated antibody which binds a PRQ213*U 
PRO1330 and/or PR01449po]^rpeptide. in one aspect, the antibody imhicesdeadi of a cenoveies^ressipg a 
PR0213-1. PRO1330 and/or PR01449 polypqrtide. fii another aspect, the antibody is a nH>nocloTffl1 antibody, 
which preferably has nonhuman conplementariQr determining region (CDR) residues and human framework 
region (FR) residues. Tteantibody may belabeledaiKiinflybeinmusbilizedonasoMsipp^ Laafurther 
aspect, the antibody is an antibod[y fragment, a sh]g}e<faain antibody, or an anti-idiotypicantibodty. 

In another embodiment, die invention concerns a oonaposltion comprising an antibody \^^udi binds a 
PRQ213-1, PRO1330 and/or PR01449 polypeptide in admixture viidi a pharmsmitically »x:eptable carrl^. 
Inoneaspect,theconqK>sitionconpi$esatfaerapeuticaUyefiiectiveani^^ hi another aspect, 

the con^sition conqnises a further active iogredient, vMcb. may, for exan^le, be a further antibodty or a 
cytotoxic or cfaenu)thers^»eutic ageoL Preferably, the condition is sterile, 

Inafindierembodmient, die invent!(mooix:ernsnucleicacidencodn)gananti-PRQ213-I, and-PROI330 
and/or anti-PR01449 antibody, arid vectors and recombinant host cdlsconpising such xi^^ 

The mvention fiirther concerns antagonists and agonists of a PRQ213-1, PRO1330 and/or PR01449 
polypeptide diat inhibit one or more of die ftmctions or activities of die PRQ213-1, PRO1330 md/ot PR01449 
polypeptide. 

In a fudher embodiment, die invention concenis isolated nucleic acid molecules that hybridize to the 
con?>lement of die nucleic acid molecules encodiqg die PR0213-1. PRO1330 and/or PR01449 polypeptides* 
The nucleic add preferably is DNA, and hybridization preferably occurs under striiigent conditions. Such 
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mxldc md nwlecules can act as antiseiBe molecules of tiie axiq>Iified genes ufcolified herein, wbidu in turn, 
can find use in the modulation of the respective anq?lified genes, or as antisez2se prinoxs in anqjlification 
reacdons. Furdiennore, siw:h sequences can be used as part of ribozymeand/w sequeiKe ^rfiicii. 

in turn, may be used in regulation of die anq>lified gei^. 

Li another cnibodiment, the invention concent a me&od for dete^ 
5 FRO1330 and/or PR01449 polypeptide con^nrisiflg eqposiAg a cell suspected of coniaming tihe PRQ213-1, 
PRO1330 and/or PR01449 polypeptide to an ami-PR0213-l. PRO1330 and/or PR01449 antibody and 
determining bixKiing of tiie antibody to the cell. 

In yet aiK)^}^ embodimenL the present inventinn cmcemt a mfffhnrf Hiagnf^ing tnmnr m ^ mfmwinT ^ 
con?>rising detecting die level of aqpression of a gene coxKimg a PRQ213-1, PRO1330 and/or PR01449 
1 0 polypeptide (a) m a test san^ile of tissue cells obtained from the mammal , and (b) m a control sanq)le of known 
normal tissue cdls of die same ceU type, wherehi a higher e^^reasicm level in the test sanq>le indicates the 
presence of tumor in the mammal from which the test tissue cells were obtamed* 

In another mbodhMot, die present invention concerns a method of diagnosii^g tumor in a mammal, 
^ conqnising (a) contacting an ami-PR0213-l, anti-PRO1330 and/or anti-PR01449 antibody with a test san^jle 
fy 15 of tissTO cdls obtained from die mammal, and (b) detecting die formation of a conqilex between die anti- 
PR0213-U anti-PROi330 and/or anti-PROl449 antibo^ and die PRQ213-1, PRO1330 and/or PR01449 
s polypeptide m die test sanq^le. The detection may be qualitative or quantitative, and may be performed in 
H ^^onqjarisonwidiiiKmitoring die conq>lex formation m a con^ 

P ceU^, A larger quantity of con?>lexes formed m die test sanqjle indicates die presence of tumor in die 
^,20 mammal from which die test tissue cells were obtained. The antibody prefiewWy carries a detectable label 
W Con^jlex formation can be monitored, for exan^^e. byli^microscopy.flowqrtom^,fhiorimetiy,orother 
techniques known in die art The test san5)le is usuaUy obtained from an individual suspected to haw 
cdl growth or proliferatiQn (e.g. cancerous cells). 

hi anotiier embodiment, the present invention concerns a cancer diagnostic kit. conqjiising an anti* 
25 PR0213-1, anti-PRO1330 and/or anti.PR01449 antibody and a carrier (e.g, a buffer) m suitable packa^. 
The kit preferably contains instructions for using die antibody to detect die PRQ213-I, PROI330 and/or 
PR01449i»lypeptide. 

In yet anodier emibodnnent. die invention ooocerm a medind fnr TnhtKitfng growdi of tumor cdls 
ccmqwising ej^mg a cdl which overe^qaesses a PRQ213-1, PRO1330 and/or PR01449 potypeptide to an 

30 effective amount of an agent inhibiting die expression and/or activity of die PR02IS-1, PRO1330 and/or 
PR01449 polypeptide. The agait preferably is an anti-PRQ2134, anti-PRO1330 and/or anti-PR01449 
antibody, a smaU organic and inorganic molecule, peptide, phosphopqrtide, antisense or ribozyme nwlecule, or 
a triple hdix molecule. In a specific aspect, die agent, e.g. anti-PR0213-l, anti-PRO1330 and/or anti-PROI449 
antibody induces ceDdeadi. In a fmther aspect, die ftmior cdls are furdier exposed to 

35 acytotoxfeordieQiodierq)&iticagent 

hi a fbrdier embodiment, die unrentioncoiK«rm an article of man^^ conqjrismg: 

a) acontainer; 

b) alabdonthecontaii^ and 
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c) a oonqK)sid(m cofnqyrising an active wherela tibe coiiq»ositioa ^ 

effective for inhfhrfing the growth of tumor cells, the label on the contamer indicates that the conqiositlon can 
be used for treating conditions diaracteriied by overe^ression of a PRQ213-1, PRO1330 and/or PRO 1449 
polypqrtide, and flie active agent in the conqx>sition is an agent inhibititig the e:qiression and/or activity of tfie 
ra0213-l , PRO1330 and/or PR01449 poIypq)tide. In a preferred aspect, the active ^gent is an anti-PRQ213-l , 
anti-PRO1330 and/or anti-PR01449 antibody. 

In y^ a further embodimeitf, the invaition provides a method for idendfyiog a conqpomul arable of 
inhlbitii^ die cjqnression and/or activity of a PR0213-1, PRO1330 and/or PR01449 polypeptide, con^nisii^g 
c<Hit«:ting a candidate compound with a PR0213-1, PRO1330 and/or PR01449 polypepticte under conditions 
and for a time sufBdent to aOow these two compowats to interact In a specific aspect, either the candidate 
congwund or die PRQ213-1, PRO1330 and/or PR01449 polypepdde is imnwbilizBd <m a solid siqpport hi 
another a^)ect, fte im-immobilized con^nent carries a detectable label. 



85. PRQ298 

.^licants have identified a cDNA done that encodes a novd pdypqitide. The DNA is designated in 
the present qrplication as "DNA39975-1210*, encodtx^ a novel mnltt4ransuie m bi au e protein, refeiied to as 
•PR0298". 

In one emhodiment, the invention provides an isolated nucleic acUl molecule oon^irising DNA having 
at least about 80%, preferably at least about 85%, ntore preferably at least about 90%, most preferably at least 
ahout 95 % sequence identity to (a) a DNA molecule encoding PR0298 , con9)rising the sequence of amino acids 
1 to 364 of Figure 219 (SEQ ID NO:515), or (b) Ihe con^flenffint of the DNA molecule of (a). In oi» aspect, 
the isolated nucleic acid con^trises DNA ennnriin^r a PRQ298 polypqstide having amino acid residues 1 to 364 
of I^gure 219 (SEQ ID NO:515), or is can?)lemaitaiy to such encodiAg nucleic acid sequence, msd remams 
stably bound to it under at least moderate, and optionally, under high striogeucy coiuiidons. 

In a further enabodiment, the invention concerns an isolated nudeic add noolecule con^rising DNA 
havmg at least an 80 % sequence i<totity to (a) a DNA molecule ei«»ding the same mature polypq>tide encoded 
by the human protem cDNA m ATOC Dqxsit No. 209783 (DNA39975-1210). or (b) the comqplement of die 
DNA molecule of (a). 

In a stLll fimi^ embodi m ent, the invention concerns niKleic acui \^iidi conqirises a DNA molecule 
enoodu^ the same mature polypqjtide encoded by die human protein cDNA hi ATCC Deposit No. 209783 
{DNA39975-1210). 

In anod^r mbodiment, die inv^tion provides isolated polypeptide. In particular, die 

mvention provides isolated nadve sequence PRQ298 polypeptide, which in one embodiment, mdudes an flmtnn 
add sequence con?jri5ing residues 1 to 364 6f Rgure 219 (SEQ ID NO:515). 

In anodier embodiment the invention provides an ejgiressed segueme tag (PST) dftgf^natwf PT^/V7i^f^7 
comimsing die nucleotide sequence of Fig^ 220 (SEQ ID NO:516), 
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86. PR0337 

Applicants have identified a cDNA doi^ (DNA433 16-1237) that encodes a novel polypcfydde, 
designated in Hie present applkation as "PRQSS?*. 

In one mbodio^, ibe invention provides an isola^ 
se<pieocc identity to (a) a DNA molecule encoding a PR0337 polypepti<k conqnising tbe sequmce of amino 
5 acids 1 to 344 of Figure 222 (SEQ ID NO:523), or (b) the complei^ The 
sequence identiQr preferably is about 85%, more preferably Inaot 
aspect, the isolated nucleic stM has at least about 80 % , preferabty at least about 85 % , more jHeferably at least 
about 90%, and most preferably at least about 95 (including 96, 97, 98 and 99%) sequence identity with a 
polypqrtide havh« amino add residues 1 to 344 of Figure 222 Preferably, the highest 

10 degreeofsequenccidentiQroocurswi&intheiinmunpgiobulinandm^ 
113 to 130 of Figure 222, SEQ ID NO:523). 
2 la a further embodim^ tte isolated nucleic acid molecule comprises DNA eocodmg a neurotrimm 

polyj^ptide having ammo add residues 1 to 344 of Figure 222 (SEQ ID NO: 523) , or is con5>lmealaiy to sudi 
encoding micleic add sequence, and reniains stably bouxui to it under at 1^ under 
fy 15 high stringency conditions. In another aqiect, the invention pn)vides a nucldc acid of thefts 

cloi^ DNA43316-1237, deposited wi& the ATCX: umler accession numbo- ATCC 209487, alternatively the 
' codmg sequence of done DNA43316-1237, doited under accession numto AIXX 209487. 

In yet another emhodinMDt, the invention provides isolated PR033 In particular, the 

, T invention pnjvides isolated native scquoice 1^0337 polypep^ mcludes an amino 

If, 20 add sequence con^)rising residues 1 to 344 of Figure 222 (SEQ ID NO:523), Native FR0337 polypeptides wifli 
W or without tbs native signal sequence (amino acids 1 to about 28 m F^:ure 222 (SEQ ID NO*^23) , and wife or 
without the nsitiating mefliiQnine are spec^ Ahematively, flie invention provides a PR0337 

polypqrtide encoded by the nudeic add dqwsited under accession number ATTC 

Itt yet another emhodiment, fee invention provides an pressed sequence tag (EST) conqnising the 
25 micleodde seqiKnces identified in Figuie 223 a$ DNA4230I (SEQ ID NO:524)» 

87. PRO403 

Applicants have identified a cDNA done (DNA55800-1263) diat encodes a novd polypeptide, 
designated in die pres^ q^lication as *'PR04Q3'*. 

30 In one anbodinKnt, the invention provi<tes an isolated nudeic add molecule having at least about 80 % 

sequence identity to (a) a DNA motecule encoding a PR()4Q3 polypeptide conqxrismg the sequence of amino 
adds 1 to 736 of Figure 225 (SEQ ID NO:526), or (b) die convlematf of the DNA molecule of (a). The 
sequence identity preferably is abort 85%, more preferably about 90%, most preferably about 95% . In one 
aspect, &e isolated nuddc add has at least about 80 % , preferably at least about 85 % , more preferably at least 

35 ab<mt 90%, and most preferably at least about 95% seqi^ice identity wh^ 

residues 1 to 736 of Figure 225 (SEQ ID NO;526). Preferably, the higjiesi degree of sequeiK» identity occu^ 
witiiin: (1) the putative N-gtycosylatatiott sites (ammo add residues 132. 136, 177, 237, 282, 349. 505. 598 and 
606; (2) Cys residues conserved with the Kdl blood groi?) protem femily (ammo add residues 65, 70, 88 and 
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96) and the putative zn^ binding motif (amino acid residues 570-579). 

In a further embodiment, the isolated nudeic acid molecuk comprises DNA encoding a FR04Q3 
polypeptide haviqg amino acid residues 1 to 736 of Figure 225 (SEQ ID NO:526). or is con5)lemenlaiy to sudi 
encodn^g nucleic acid sequence, and remains stably bound to it under at least HKXierate, and optionally, under 
MgJistringQicy conditions. In another aqwct, the invention provides a nucleic add of ^ 
ctone DNA55800-1263, dq>osited with 4e ATCC under accession number ATCC 209680. alternatively the 
coding sequttwe of clone DNA55800-1263, dqxjsited under accession number ATCC 209680, 

In yet another embodimott, to invention provides isolated In particular, the 

invention provides isolated native seqiKuce FRO403 polypqjiide, whidi in odq embodiment, includes 
add sequeiKeconQ)risipg residues 1 to 736 of Figure 225 (SEQ roN6-^26). Native FRO403 polypeptides with 
or the initiating meflilonine are spedfically induded, Altemativdy, the ravaition provides a PRO403 
polypeptide oicoded by the imdeic add deposited und^ accession n^ 

In yet another «nbodiment, die inYa[ition provide an e^ressed sequence tag (EST) and o&er sequeooe 
firagments con^rrising the nucleotide sequences identified hereiii as DNA34415 (Hguxe 226; SEQ ID NO:527); 
DNA49830 (Figure 227 ; SEQ ID NO:528) and DNA4983I (Figure 228; SEQ ID NO:529). 

In other embodiments of die present invention, dje hivenlion provides vectors comprising DNA 
encoding any of die heremdesCTibed polypeptides- Host cell con^msing any sudivector are also provided. By 
way of exanq)le, the host cells may be CHOcdls,E.ooZi, or yeast Aprw^ssforfrodudngany of titeherdn 
described polypeptides is ftirflier provided and comprises culturing host cells under ooiKiitions suitable for 
expt^mn of the d^ked polypq>tide and recovering the desired polypeptide ftom the cdl culture, 

hiother anbodiments> the invention proviites ctiimgric molecules oompriaiT^ any nf hmm described 
polypeptides fused to a heterologous polypeptide or amino add sequence. Exsaaaple of suchchimrac molecules 
con^ttise any of flie herein described polypeptides fused to an epitope tag sequeice or a Fc region of an 
imnnmogtobulln* 

In another «nbodhnent, the invention provides an antibody whicii sped 
or below described polypq)tides. 04>tionally, die antibo^ is a monodonal antiboity, hxtms^ntrpA ai^ibody, 
antibody fragment or single^diain aittibody. 

In yet other embodiments , tiie fawention provides oligonucleotide probes useful for isolating genomic 
aid cDNA nucle(«ide sequences or as antisense probes, \^*erein tiiose probes may be derived from any of die 
above or below described nudeottde sequraces. 

In other embodiments, the inventioa provides an isolated nucleic acid mokcule comprising a nucleotide 
sequence that emxxies a PRO polypeptide. 

In one aq?ect» die isolated nudeic acid nKjlecuIe CQnQ)ris« 
80% sequence identity, preferably at least about 81% sequence identity, inorep^^ 
sequence identity, yet more preferably at least about 83 % sequeiK^e idoitily, y^ more preferably at least about 
84% sequence identity, yet more preferably at least about 85% sequence 
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about 8696 seqaeiKe identity, y« more preferably at least about 87% sequence identity, yet more preferably at 
least about 88% sequence identity^ yrt morepreferably at least about 89% sequence ideitity, yet more preferably 
at least about 90% sequence identity, ytt more preferabty at least about 91% secpience identity, yet more 
prefttably at least about 92 % sequence identity, yet more preferably at least about 93 % sequence identity, yet 
more preferably at least about 94 % sequence identity, yet more preferably at least about 95 % sequence id«itity, 
5 yet more preferably at least about 96% sequ»ce identity^ yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98 % sequence identity and yet more preferably at least about 99 % 
sequence Idmity to (a) a DNA nwlecule encoding a PRO potypeptlde having a full-length amino add sequence 
as disclosed herein, an amino acid sequence lacJdng the signal pqrtide as disclosed herein, an extracellular 
<tomam of a transmembrane protehi. wilh or whhout the signal peptide, as disclosed hereiu or acQr o&er 
10 specifically defied fragnifiit of Ae fuD-kqgfli mom acid sequence as disdosed herein, or (b) the con^lement 
of the DNA molecule of (a), 
^ Iuotiieraq)ect8,tiieisolatednncIeicacidmoleculecon5^^ 

^ 80% sequence identity, preferably at least about 81% sequence idmity, more preferably at least about 82% 
sequence identity, yetnwreprrfiexabiy at leastabout 83% sequence identity, yet more preferably at least about 
fU 15 84% sequence identity, y^ more preferaWy at least about 85% sequence identity, yet more preferably at least 
^ about 86% sequKice identity, yet more preferably at least about 87% sequence icteitity, yet more preferably at 
. Ieastabom88%sequenoeidentity,yetmoreprefcrablyatleastabout89% sequent 

M- at least about 90% sequence identity, yet nwre preferably at least about 91% sequence identity, yet more 
g preferably at least about 92 % s equence identity, yet more preferably at least about 93 % sequence identity , y« 
Hi 20 more pr^rably at least abait 94 % sequence iteitity , yet more preferabty at least rfxwt 95 % sequence identity, 
W yet more preferably at least about 96% sequence identity, yet mm preferaWy at least about 97% sequence 
identity, y« HMre preferabty at least about 98% sequence id«Uity and yet m^ 

seqi^nce identity to (a) a DNA rnolcculeconqjrising the codmg sequence of a full-length PROpolypeptide cDNA 
as disclosed hereia. the coding seqiKnce of a PRO polypeptide lacki^ 

25 fee coding sequence o f an extracellular domain of a transmembrane PRO polypejrtide, with or without ttie signal 
peptide, as disdosed herem or tliecodirig sequence of airy otfier specifically defined fragment of fee full-lengfe 
amino acid sequoice as disclosed herein, or (b) (he conqifement of the DNA molecmle of (a). 

In a fiirfeer aspect, fee invention concerns an isolated nucleic add molecule con5>rising a miclftotide 
sequOTce having at least about 80 % sequeiro idaitity, preferably at least about 81 % sequence identity, more 

30 preferably at least about 82 % sequence identity, yet more preferably at least about 83 % sequence Identity, yet 
morepreferably at least about 84% sequea« identity, yetmore preferably at least about 85% sequence identity, 
yet Hfflre preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence idaitity, yet more preferably at least about 89% 
s equence id^itity, yet more preferably at least about 90 % sequemje identity , yet more preferably at leas t about 

35 91% sequm:c identity, yet more preferabty at least about 92% sequence idei^ty.y^ more prefcrabty 

about 93 % sequfflice identity, yet more preferably at least about 94 % sequence identity, yet more preferably at 
kas t about 95 % sequence identity , yet more preferably at least about 96 % sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet mwe 
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preferably at least about 99% sequence ide^ 

encoded by any of the human protein cDNAs deposited wifli &c ATCC as disclosed herein, or (b) flie 
com ple ment of fte DNA molecule of <a). 

AiK)d!er aspect (he invention provides an isolated nucleic add molecule conqaisiAg a nucleotide 
sequence encodii^aPROpolypqrtidewhidbi is dlhertransm^^ 
inactivated, or is conq)lementaiy U) such encoding nudeotide sequ^ 

ofsuchpolypqrtidearedfcclosedhercin. Therefore, soluble extraceflular domains of ihe hereto descri^ 
polypeptides are conten5)lated- 

AiK)therembodimentisdirectedtofragmentsofaPROpolypq)^ 
thereof, lhat may find use as. for exan?)le, hybridization pt(*es, for encoding fr^gmaris of aPRO poIypepti<te 
that may optionaUy encode a polypeptide conq^rishig a bindmg site fOT an anti-FRO antibody ot as amisense 
oligonucleotide probes. Such nucleic acid ftagments are usually at least about 20 nucleotides in lengdi, 
iroferaMy at least about 30 nucleotides in Iqigdi. more preferably at least ahmrt 4Q mtd^'dfrs in length, yet 
more preferably at least about 50 nucleotides in laagdi, yet more preferably at least about €0 nucleotides in 
length, yrt more preferably at least about 70 nucleotides in lemgth, yet more preferably at least about 80 
nucleotides in length, yrt more preferably at least about 90 imdeotides in fcngflu yet more pxeifeably at least 
about 100 nucleotides in lengdi, y^nwre preferably at least about 1 lOnucleotides in lei^ yet more preferably 
at least about 120 nucleotides in lengfli, yet more preferably at least about 1 30 mideotides in length, yet more 
prrfaably at least about 140 nucleotides in length, yet mm preferably at least abcwt 150 mxleotides in k^gfli, 
yet more preferably at least about 1 60 nudeoddes in length, yet more jwefciably at least about 170 nucleotides 
in length, yet more preferably at least about 1 80 nucleotides m length, yet more preferably at least about 1 90 
mttleotides in length, yet nwre prefer^ly at least abom 200 nucko^ 
about250n!Kleotides in lengdi, yet more jweferaWy at leastab^ 
at least about 350 inideotides in lengfli, yet more preferably at least 

preferably at least about 450 nucleotides in length, y more preferably at least about 500 nucleotides in ler^. 
yc^ more preferably at least about 600 nudeotides in length, yet mo^ 

m lengdi, yet more preferably at least about 800 nucleotides in length, yet more preferably at least about 900 
nucleotides in length and yet more preferably at least about 1000 nucleotkJes in length, wbei^ in this context 
the term •abwit" meam the refereiKed nucleotide sequence loi^ 
It is noted thm novd fragments of a PRO polypeptidenenc^ 
routine mam^ by aligning the PRO polypq>tide*ncod^ 

sequences using any of a number of weU known sequence aUgnmait programs asd determinkig which PRO 
polypeptidenencodrng nucleotide sequence &agment(s) are iwvel- All of such PRO polypeptide-cncoding 
nucleotitte sequences are contemplated herein. Also cont^lated are the PRO polypeptide ftagments wooded 
by diese nucteotide molecule fragn^nts , preferably fliose PRO polypqrtide fragments tiiat conq^rise a bhsling 
site for an anti-PRO antIbod|y. 

In another embodhnait, die hiventionprovidcs isolated PROpoly^ 
nucleic acid sequences hereinabove identified. 

In a certain aspect, the invention concerns an isolated PRO polypeptide, con^prish^g an amino acW 
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sequeiice having at least abom 80% seqaeiK^e ide^^ 

preferably at least about 82% sequence identity, yet mote piefierahly at least about 83 % sequence identity, yet 
more pieferaMy at least about 84 % sequeiK» identity, yet more preferaWy at least about 85 % sequence i toility, 
y^ nK)ie preferably at least about 86% sequaice identity, yet more preferably at least about 87% seqaca» 
identity, yet more preferably at least about 88% seqoence idKitity, yet more preferabty at least about 89% 
5 sequeiice identity, y^ more preferably at least about 90% seqi2eiK:e identity 

91 % sequence identity, xaoxt preferably at least about 92% sequence identity, yet more preferably at least 
abom 93% sequence i<tentity,y^ more preferably at least abom 94% seqnem* idem 
leastabout95% seqiKiKe identity, yetmore preferably at leastabout 96% sequence identity, y^ more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and y^ more 
1 0 pteSsrably at least about 99 % sequeiK^e identity to a FRO potypeptide having a fuH-lengdi amiiu) add sequeiure 
as disclosed herein, an amino add sequeiure lacking the signal peptide as disdosed herein, an extracellular 
domain of a tra n s memb rane protein, mih or without the signal peptide, as disdosed herein or any other 
^ sped^cally defined fn^ment of the fuU-Ioogth amino acid sequence as disdosed hereinu 
^ a further a^>e^ &e invention concerns an isolated PRO polypeptide oonqrrisiiig an sminn schl 

P4 15 sequence havirig at least about ^% sequence identity, preferably at least about 81% sequeooe identity, more 
j*^ preferably at least about 82 % sequotte identity, yet more preferably at least about 83 % sequence identity, yet 
0 more preferably at least about 84% sequence identity, yet more prefeiraUy at least about 85% sequence identity, 

g yet nK>re preferably at least about 86% sequence identity, yet nnwe preferabty at least about 87% sequence 
^ identity, yet nwre preferably at least about 88% sequence identity, yet naore preferably at least about 89% 
W 20 seqitf nee identity, yet more preferably at least about 90% sequence ideality, yet more preferably at least about 
^ 91% sequence identity, yet more preferaWy at least about 92% sequence identity, 

about 93% sequence identity, yet more preferabty at least about 94% sequaice identity, yet ^ 
least about 95 % sequraice identity, yetmore preferably at least about 96% sequence identity, y^ morepreferably 
at least about 97% sequence identity, yetmorepreferably at least about 98% sequence identity and yet inore 
25 preferaUy at least abom 99% sequence identity to an aniino acid seqiKi^a^ 
cDNAs dq>osited with the ATCC as disclosed i^retn. 

In a further aspect, the invention concerns an isolated PRO polypq)tide conqnising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 81 % positives, more preferably at least 
about 82 % positives , yet more preferabty at least about 83 % positives , yet more preferably at least about 84 % 
30 positives* yet more preferably at least about 85% positives, yet more preferably at least about 86% positives, 
yet mcwe preferably at least about 87 % positives, yet more prcfrably at least about 88 % positives , yet more 
preferably at least about 89% positives, yet more prefiaably at least about 90% positives, yet more preferably 
at least about 91% positives, yetmorepreferably at least about 92% positives, yetmorepreferably at least about 
93% positives; y^ more preferably at least about 94% positives, yet more preferably at least about 95% 
35 positives, yet more preferably at feast about 96% positives, yet more preferably at least about 97% positives, 
yet more preferably at least about 98% positives and yet more preferably at least tibout 99% positives whca 
conq)ared with the ammo add sequence of a PRO polypq^ havmg a fuU-letigth amino.acid sequence as 
disdosed herem , an amino add sequence lacking tiie signal peptide as disclosed herein, an eiEtracelluiar domain 



109 



of a transmonhrane protein, with or without the siignal pqrtide, as disdosed herem or any other sped&ally 
defined fragnKnt of the fiill-lengfli amino acid sequence as disclosed herein. 

Iha specific aspect, the invention provides an isolated PRO polypqrtidewilhoitf the N4erminal signal 
sc^iaice and/or ae initiatiag mctonhie and is encoded 

acid sequence as herehfl)efoie described. Processes for producing the same are also herehi described, 
those processes conyrisecuhmii^ a host ceU comprising a vector 

nucleic add molecule under conditions suitaWe for ejqpr^ion of ihe PRO p(rfypei«ide and recovaing die PRO 
polypqstide fiom the cell (^tnre. 

Another a^wct the invention provides an isolated PRO polypeptide vMch is either transmembrane 
domain-deleted or transmembrane domain-mactivated. Processes for producing the same are also herem 
desaibei wherein tfiose processes conqmse culturing a host cell conqwising a vector which conq>rises the 

2 apptopristt «icoding nudeic add molecule under conditions suitable for e:q>ressionof die PRO polypeptide azKi 
recovering the PRO polypeptide from the cell culture. 

In yet another embodiment, the invention concerm agonists and antagonists of a native PRO polypeptide 
r^l5 as defined hereuL In a particular arf)odiment, the agonist or antagonist is an anti-^^ 

molecule. 

131 

3 In a further embodimCTt, the invention concerns a method of idemifying agonists or antagonists to a 
M PRO polyp^tide \*1nch coniprise ccmiacting the PRO polypeptide with a candidate molecule and monitorhig a 

biological activity mediated by said PRO potypeptide. Preferably, die PRO polypeptide is a native PRO 
polypqrtide. 

In a stiU further embodhnent, the mvention concerns a conqxmtion of matter conqmsixig a PRO 
polypqjtide, or an agonist or antagonist of a PRO polypeptide as herein described, or an anti-PRO antibody, in 
combination witii a carrier. Optionally, the carrier is a phannaceutically aocqrtable carritt* 

Anodier embodimem of die present invention is directed to die use of a PRO polypq>ti& ^ 
25 or amagoaist tiiereof as hereinbefore described, or an anti-PRO antibody, for fee pt^jparatfon nf « tn^tr^m^t 
useful in the treatment of a condition whidi is responsive to the PRO polypeptide, an agonist or antagonist 
thoeof or an anti-PRO antibody. 
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BRIEF DESCRIPTION OP THE DRAWINGS 
Figure 1 shows a micleotide sequence (SEQ ID NO:l) of a native sequwice PR0213 cDNA. wherein 
SEQ ID NO:i is a done <fesignated herem as *yNQ187" and/or *DNA30943-li63". 

Figure 2 shows the amino acid sequence (SEQ ID NO:2) -derived from die codii^ sequence of SEQ ID 
NO:l shown in Figure L 

Figure 3 shows a nucleotide sequence (SEQ ID N0:6) of a native seqi^nce PR0274 cDNA, wherein 
35 SEQ ID N0:6 is a done designated herein as "UNQ241 * and/or •DNA39987.1184', 

Hguie 4 diows the amhK) add sequoTO (SEQ m NO:7) derived from ttie codh^ 
NO:6 shown in Figure 3» 

Figure 3 shows an EST nucleotide sequence designated herein as DNA17873 (SEQ ID N0:8). 
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Figure 6 shows an EST nucleotide sequence (fesignated herein as DNA36157 (SEQ ID N0:9). 

Figure 7 shows an EST nucleotide sequence designated herein as DNA28929 (SEQ ID NO: 10). 

Figure 8 shows a nucleotide sequoicc (SEQ ID N0:18) of a native sequence PRO300 cDNA, wterein 
SEQ ID N0:18 is a done designated herdn as •UNQ263* and/or ''DNA40625-1189*. 

Figure 9 shows die amino add sequence (SEQ ID NO: 19} derived £rom die codiog sequence of SEQ 
ID NO: 18 shown in Figure 8* 

Figure 1 0 ^ows a nucleotide seqi^noe (SEQ ID NO:27} of a native sequei^ FRQ284 cDNA, wherm 
SEQ ID NO:27 is a done designated herein as *UN(2247" and/or "DNAlSSlg-lZIl 

Figure II shows the amino add sequence (SEQ ID NO:28)dmvedfirai the codii^ sequel 
ID NO:27 shown in Figure 10. 

Figure 12 shows an EST nucleotide sequoice designated herein as DNA12982 (SEQ ID NO:29). 

Figure 13 shows an EST nudeotide sequence designated herein as DNA15886 (SEQ ID NO:30). 

Figure 14 shows a nudeotide sequence (SEQ ID NO:35) of a n^ve sequence PR0296 cDNA, wherein 
SEQ ID NO:35 is a done designated herein as ''UNQ260" and/or T>NA39979-1213". 

Figure 15 shows the aaiiiu> add sequence (SEQ ID NO:36) derived firom^ 
ID NO:35 shown in Figure 14. 

Rgure 16 shows an EST nudeotide sequence <ksignatcd hercm as DNA23 

Kgure 17 shows an EST nucleotide seqiacnce designated herein as DNA21971 (SEQ ID NO:38). 

Figure 18 shows an EST nucleotide sequttice designated h«dn as DNA29a37 (SEQ ID NO:39). 

Rgure 19 shows a maileotide sequence (SEQ ID NO:44) of anattve sequence FR0329 dDNA, v^erdn 
SEQ ID NO:44 is a clone designated herein as "UNQ29r and/or •a>KA40594-1233", 

Figure 20 shows the amino £^ sequaice (SEQ ID NO:45) derived from the coding 
ID NO:44 shown hi Figure 19. 

Figure 21 shows a nudeotide sequence (SEQ ID N0:51) of a native sequesoce PR0362 cDNA, vtoein 
SEQ ID NO:51 is a done designated herein as "UNQ317" and/or "DNA454i6-125r. 

Figure 22 shows the ammo acid sequence (SEQ ID liCkSl) derived fiom the coding sequence of S^ 
ID Na*51 shown m Figure 21. 

Figure 23 shows a naicleotide sequence (SEQ ED NO:58) of a native sequewse PR0363 cDNA, wherem 
SEQ ID NO:58 is a clone designated herem as "UN(2318" and/or •DNA45419-1252*. 

Hgure 24 shows the annno acid sequence (SEQ ID N0:S9} derived firom the co^Dg sequence of SEQ 
ID N0:58 shown in Figure 23. 

Figure 25 shows a nudeodde sequence (SEQ ID N0:63) of a native sequence PR0868 cDNA, \ttoein 
SEQ ID N0:63 is a done designated herein as •*UNQ437^ and/or *'DNA52594-1270\ 

Figure 26 shows the amino add sequence (SEQ ID NO:64} derived &om the coding sequence of SEQ 
ID NO:63 shown in Hgure 25. 

Figure 27 shows a xuicleotide sequexK^e (SEQ ID NO:68} of a native sequence PR0382 cDNA, wherein 
SEQ ID NO:68 is a done designated herein as •'UNQ323* and/or •DNA45234-1277*, 

Figure 28 shows the amino add sequaice (SEQ ID NO:69) derived firom the codiz^ sequoice of SEQ 
ID NO:68 shown in Figure 27* 
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Figure 29 shows a nucleotide sequence (SEQ ID NO:73) of a native se^ience PR0545 cDNA, wherein 
SEQ ID NO:73 is a done designated herein as "UNQ346" and/or •DNA49624-1279*, 

Figure 30 shows the amim add sequeiK:e (SEQ m NO:74} derived from 1^ 
ID NO:73 shown in Figure 29. 

Figure 31 shows an EST nuclcotkle sequeiKe designated herein as DNA13217 ID NO:75), 
5 Figure 32 shows a nucleotide sequence (SEQ ID NO: 84) of a native sequence PR06 1 7 cDN A » wherein 

SEQ ID NO:84 is a clone designflted httcin as *XINQ353'' and/or •'DNA48309-1280". 

Figure 33 s1k)ws the amino acid sequence (SEQ ID NO:85) derived ficonitte 
ID NO:84 shown in Figure 32, 

Figure 34 stows a nudeotide sequence (SEQ ID NO :©) of a native sequence PRO700 c DNA. wherem 
10 SEQ ID NO:89 is a done designated herein as •UNQ364" and/or *'DNA4CT76-1284'', 

Figure 35 shows Ihe amino acid sequeiKre (SEQ ID NO:90) derived &om die coding sequence of SEQ 
ID NO:89 shown in Figure 34. 

Figure 36 stows a nucleotide sequence (^EQ ID NO :96) of a native sequence PR07Q2 cDNA, wbet&n 
SEQ ID NO:96 is a clone designated herehi as *'UNQ366'' and/or *'DNA50^0-1286", 
15 Figure 37 stows tto ammo acid sequence (SEQ ID NO:97) dmved tarn fbe co(£ng sequence of SEQ 

ID NO:96 shown hi Figure 36. 

Figure 38 stows a nuclecrtide sequence (SEQ ID NO: 101) of a native sequence PRa703 cDNA, \^1icrein 
SEQ ID NO: 101 is a done designated herem as •UNQ367" and/or *DNA5Q913-1287". 

Figure 39 shows fbe amino add seqpspce (SEQ ID NO: 102) derived fWim th^ cnrfwg ypqm-^ of gpQ 
20 ID NO:101 shown in Hgure 38* 

Figure 40 stows aniKJieotide seqpience (SEQ ID NO: 108) of a native sequence FRO703 cDNA, wherein 
SEQ ID NO:108 is a done designated torein as '•UNQ369" and/or "DNA50914-1289". 

Figure 41 stows die anmK> add sequence (SEQ ID NO: 109) derived fiom tto coding sequel^ 
ID NO:108 stown in Figure 40. 

25 Figures 42A*B stow a nucleotide sequence (SEQ ID NO: 113) of a native sequence PRO708 cDNA, 

wherein SEQ ID NO:113 is a doi» designated herein as •UNQ372'' and/or '•DNA48296-1292", 

Hgure 43 stows die amino add sequence (SEQ ID NO: 114) derived fitmi the co^ 
ID N0:113 shown in Figures 42A-B. 

Figure 44 shows anucleoti<tesequence(SEQroNO:118) of anativesequm»FRO320dDNA, ^^^^ 
30 SEQIDNO:118isadonedesignatedhercnias "UNQ281* and/or "DNA32284-1307". 

Figure 45 shows Ito amizK) acid sequence (SEQ ID NO: 1 19) derived from ito coding seq^ 
ID N0:118 stown in E^gure 44. 

Figure 46 stows anudeotide sequence (SEQID NO;123) of a native sequence PR0324cDNA» >Wierein 

SEQ ID NO: 123 is a done designated herein as "UNCJZSS" ami/or *DNA36343-1310\ 

35 Figure47show8tiieaminoaddsequence(SEQIDNO:124)derivedfiomttocodmgseq^ 
ID NO: 123 stown in Figure 46. 

ngure48stow8anudeotidesequKK:e(SEQroNO:131)ofanativesequMcePR0351cDNA,\ii^^ 
SEQ ID NO:131 is a clone designated herein as •UN<2308" and/or "DNA40571-1315\ 
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Fiiguie 49 shows ihe amino acid 
JD N0:131 shown in I%itc 48. 

Figure 50 shows anudeotide sequeiK^e {SEQ ID NO: 136) of a native sequence PR0352 cDNA, wherein 
SEQ ID NO:I36 is a cloi» designated toein as •UNQ3Q9" ami/or •DNA4i386-13l6\ 

I^guie51 shows tiie amino add sequence (SEQ m NO: 137) derived from ^ 
S ID NO:i36 shown in Figure 50. 

Figure 52 shows anudeotide sequence (SEQ ID NO: 144) of a native sequeiK« PR0381 dDNA, wlMiein 
SEQ ID NO:144 is a clone designated herein as "UNQ322" and/or 'T>NA44194-1317\ 

Figure 53 ^ws die annno add sequence (SEQ ID NO:145) <krxved fom the 
ID NO: 144 shown in Figure 52« 
10 Figure 54 shows aixucleotide sequence (SEQ ID NO:149) of a native sequence PR0386 cDNA, wherein 

SEQ ED NO:I49 is a done designated herem as "UNCJSie" and/or *DNA45415-1318'. 

Figure 55 shows die amino add sequence CSEQ ID NO:150) derived from ^ 
ID NO:149 shown in Rgure 54. 

I^gure 56 shows an EST nucleotide sequence designated Iwrein as DNA23350 (SEQ ID NO:151). 
15 Figure 57 shows an EST nudeotide sequence designated herein as DNA23536 (SEQ ID NO:i52). 

F^gure58 shows a nudeotide sequence (SEQ ID NO:156) of analive sequence PRO540 cDNA, whcrdn 
SEQ ID NO: 156 is a done designated herein as "UN(2341* and/or "DNA44189-1322". 

Figure 59 diows die amiiK) acid sequence (SEQ n) NO:157) derived from die coding sequence o^ 
ID NO:156 shown in Figure 58. 
20 Figure 60 shows anudeotide sequence (SEQID N0:161) of anative sequence PR0615 cDNA, wherein 

SEQ ro N0:161 is a done designated herein as *UNQ352'' and/or *DNA48304-1323\ 

logure 61 shows die anuno add sequence (SEQ ID N0:162) derived from 1^ 
ID NO:161 shown in Figure 60. 

Figure 62 shows a nucleotide sequeiK^ (SEQ ID NO: 168) of a native sequence FR061 8 cDNA> wherein 
25 SEQ ID NO:168 is a doiK designated herem as •TJNQ354" aai/or "DNA49152-1324*. 

Figure 63 shows the amino acid sequaice (SEQ ID NO: 1 69) derived fiom the oodmg sequence of SEQ 
ID NO:168 shown in Fignre 62. 

Figure 64 shows an EST nucleotide sequence designated herein as DNA35597 (SEQ ID NO:170). 
Figure 65 shows anudeotide sequence (SEQ ID NO:177) of anative sequence PR0719 cDNA, vrfierein 
SEQ ID NO:177 is a clone designated herein as *UN<J387" and/or "DNA49646-1327\ 

Figure 66 shows die amino acid sequence (SEQ ID NO: 178) derived fr^ 
ID NO:177 shown in Figure 65, 

Figure 67 shows a nudeotide sequeiKe (Sl^ ID NO: 1 82) of a native sequence PR0724 cDN A, wfaaceitt 
SEQ ID NO:182 is a dcHie designated herein as -UNQ389'' and/or *DNA4963M328\ 

Figure 68 shows the amino add sequence (SEQ ID NO: 183) derived fircmi the coding sequence of SEQ 
ID NO:182 shown in Figure 67. 

Figure 69 shows a nudeotide sequence (SEQ ID NO: 1 89) of a native sequence FR0772 cDN A, whcrdn 
SEQ ID NO: 189 is a done designated herein as "UNQtlO'* and/or *DNA49645-1347". 
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I^ire 70 diows the amino add sequ^Kse (SEQ 
ID NO: 189 shown in Figure 69. 

FigurcTl shows an EST nucleotide sequence designated herra 

Rgurc 72 shows a nucleotide sequence (SEQ ID NO : 1 95) of a native sequaice PR0852 cDNA, wherein 
SEQ ID NO:195 is a clone designated herein as "UNiJ^lS" and/or '•DNA45493-1349'', 
5 Figure 73 shows the anuno add sequence (SEQ ID NO:196) derived frwn the coding seqi^iceof SEQ 

ID NO:195 shown in Figure 72. 

Figure74^wsanucleotkkseqaeiK?eC!EQroNO:205)ofanadve sequel 
SEQ ID NO:205 is a d<Hie designated herehi as *UNQ419" and/or *DNA48227-1350"- 
Rgure 7S shows tbe amino acid sequence (SEQ ID NO:206) ^ve^ 
10 ID NO*.205 shown in Figure 74. 

Figure 76 shows a nudeotide sequence (SEQ ID NO :210) of a native sequence PRO860 cDKA, wherein 
SEQ ID NO:210 is a done designated herein as "UNQ421 " and/or •DNA41404-1352*. 

Figure 77 dK>ws the amino add sequence (SEQ ID NO:211} derived 
ID NO:210 shown in Figure 76. 
15 Figure 78 shows anudeotide sequttice (SEQID NO:215) of a native sequence PR0846 cDNA. wheredn 

SEQ ID NO:215 is a done designated herein as "UN(J422* and/or •DNA44i96-1353*. 

Figure 79 shows the amino add sequence (SEQ ID NO:216) derived from ti^ oodii^ 
ID N0:21S shown in Hgore 78. 

Kgure 80 shows a nucleotide sequero (SEQ ID NO: 220} of a native sequence PR0862 cDNA, \*erem 
20 SEQ ID NO:220 is a clone designated herein as «UN<J424'' and/or •'DNA52I87-1354". 

Figure 81 shows the amino add sequence (SEQ ID NO:221) derived fern die codu^g sequel^ 
ID NO:220 shown in Figure 80. 

Figure 82 shows a nudeotide sequence (SEQ ID NO:225) of a native sequence PR0864 d>NA. ^rem 
SEQ ID NO:225 is a done designated herein as •UN<J426'' and/or "DNA48328-1355", 
25 Figure 83 shows die ammo acid sequence (SEQ ID NO:226) derived from the coding sequence of SEQ 

ID NO*.225 shown in Figure 82. 

Figure 84 shows a nucleotide sequence (SEQ ID NO:230) of a native sequence PR0792 cDNA , ^rein 
SEQ ID NO:230 is a done designated herdn as "UN(J43r and/or "DNAS&STrlSSS*, 

I^gure 85 shows the amiao add sequence (SEQ m NO:23 1) derived from dse codhi^ 
30 ID NO:230 shown in Figure 84. 

Figure 86 shows a nucleotide sequence (SEQ ID NO:235) of anative sequence PROS66cDNA» wherein 
SEQ ID NO:235 is a done designated herein as *'UN(J433* and/or •DNA5397i-1359'', 

Figure 87 shows the amiiK> acid sequence (SEQ ID NO: 236) derived from the coding sequence of SEQ 
ID NO:235 shown in Figure 86. 
35 Figure 88 shows a nucleotide sequwice (SEQ ID NO;244) of a native 5eguencePR087I cDNA, wherein 

SEQ ID NO:244 is a done designated herein as *UNQ438" and/or •'DNA509 19^1361*. 

Figure 89 shows the anrino add sequence (SEQ ID NO:245) derived fmm endin g f^^n^nr^ ^ ggQ 
ID NO:244 shown in Figure 88. 
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Figtxre 90 shows a nucleotide sequence (SEQ ID NO:253) of a native sequeoce PROS73 cDNA, wberein 
SEQ ID NO:253 is a clone designated herein as -UNQ440" and/or «DNA44179-1362". 

I^gure 9 1 shows the amino acid sequence (SEQ ID NO:2S4) derived from the codixiig sequence of SEQ 
ID NO:253 shown in i^gure 90. 

Figure 92 shows a nucleotiae sequence (SEQ ID NO:258) of anative sequence PRO940 cDNA, wherein 
SEQ ID NO:258 is a clone designated herein as nJNQ477" and/or T)NA54002-13CT\ 

Figure 93 shows the amino add sequence (SEQ n) NO:2S9) derived from 
ID NO:258 shown in Figure 92. 

Figure 94 shows a nucleotide sequence (SEQ ID NO:263) of a mtive sequence PR094 1 cDNA, inlietein 
SEQ ID NO!263 fe a done designated herein as *UN(J478" and/or -DNA5390&-1368". 

Figure 95 shows the amino acid sequence (SEQ n> NO:264) derived from &e codSi^ se 
ID NO:263 shown in Figure 94. 

figure 96 shows an EST nudeotide sequence designated herein as DNA^ 

Figure 97 shows a nucleotide sequence (SEQ ID NO:269) of a native sequeiK» PRQ944 cDNA» \*erein 
SEQ ID NO:269 is a done designated herein as «UN<J481" and/or •DNA52185-1370\ 

Figure 98 shows the amino acid seqi^nce (SEQ ID NO:270) derived fr^ 
ID NO:269 shown in Figure 97. 

Figure 99 shows an EST nucleotide sequence desigMted herein as DNA14007 (SEQ ID NO:271), 

Figure 100 shows an EST nucleotide sequeoce designated herein as DNA12773 (SEQ ID NO:Z«). 

Figure 101 shows an EST nucleotide sequence dwdgnated hextm as DNA12746 (SEQ ID NO:273}. 

Figure 102 shows an EST imcleotide sequence designated herein as DNA12834 (SEQ ID NO:274). 

Figure 103 shows an EST nucleotide sequence designated l^rehi as DNAi2846 (SEQ ID NO:275). 

Figure 104 shows an EST mideotide sequence designated herdn as DNAi3104 (SEQ ID NO:276). 

Figure 105 diows an EST nucleotide sequence teignated herein as DNA13259 (SEQ ID NO:277)- 

Figure 106 shows an EST nucleotide sequence designated herein as DNA13959 (SEQ ID NO:278). 

Figure 107 shows an EST nudeotide sequence desigpatedherem as DNA13961 (SEQ ID NO:279). 

Figure 108 shows a nudeotide sequawe (SEQ ID NO:283) of a native sequence PR0983 cDNA. 
^rtierein SEQ ID NO:283 is a done designated herein as •UNQ484" and/or ''DNA53977-1371". 

I^gore 109 shows the anmio acid seqoeoce (SEQ ID NO:284) derived from th^ 
ID NO:283 shown hi Figure 108. 

Figure 1 10 shows an EST nudeotide sequence designated b^nm as DNA17130 (SEQ ID NO:285). 

Hgore 111 shows an EST nudecHide sequ^ice designated herein as DNA23466 (SEQ ID NO:286). 

Figure 1 12 shows an EST nudeotide sequence designated herein as DNA26818 (SEQ ID NO:287). 

Figure 113 shows an EST nudeotide sequence dfaignaffd herein as Df^7618 (SEQ ID NO:288). 

Figure 114 shows an EST nudeotide sequence designated herdn as DNA41732 (SEQ ID NO:289}. 

Figure 115 shows an EST nudeoti* sequence designated herem as DNA45980 (SEQ ID NO:290). 

Figure 116 shows an EST nudeotide sequence designated herdn as DNA46372 (SEQ ID NO:291)* 

Figure 117 shows a nudeotide sequence (SEQ ID NO:295) of a native sequence PRO1057 cDNA. 
v/herm SEQ ID NO:295 is a done designated herein as "1^(2522" and/or *DNA57253-1382". 
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Figure 1 18 shows the aniiiK) acid sequexice (SEQ D 
ID NO:295 shown m Kgure 117. 

Rgure 119 shows a nudeotufe sequence (SEQ ID NO:300) of a native sequence PRO1071 cDNA, 
wherein SEQ ID NO;300 is a done designated herchi as -UNQ528" and/or "DNA58847.1383'. 

Figuie 120 shows the amino add sequoK^ (SEQ ID NO:301) dedvM 
ID NO:300 shown in Figure 119. 

Figure 121 shows a nucleotide sequence (SEQ ID NO302) of a native sequence PRO1072 cDNA, 
wherein SEQ ID NO:302 is a cl<me de^gnated hereto as •'UNQ529" and/or •DNA58747-1384". 

Figure 122 shows the amiiu) add sequence (SEQ m NO:303j derived fi^ 
ID NO:302 shown in Figure 121. 

Rguie 123 shows an EST nucleotide sequm^e designated herdn as DKA4Q210 (SEQ ID NO:304). 

Rgure 124 shows a nudeotkle sec^xsoce (SEQ ID NO:308) of a native sequence PRO1075 cDNA, 
wherem SEQ ID NO;308 is a done designated herdn as "UNQ532" and/or •DNA57M9-1385\ 

Hgure 125 shows the amino acid sequence (SEQ ID NO:309) deri 
ID NO:308 shown to Figure 124. 

Figure 126 shows an EST micle<^ sequence designated hereto as DNA13059 (SEQ ID NO:310). 

Rgure 127 shows an EST nudeodde sequence designated hereto as DNA19463 (SEQ ID N0:31 1). 

Figure 128 shows a nucleotide sequence (SEQ ID NO:321) of a native sequence FR0181 cDNA, 
wliereto SEQ ID NO:321 is a dorse designated haeto as "UNQISS" and/or "DNA2333(W390", 

I^gure 129 shows the amino acid sequence (SEQ ID NO:322) derived fn>m 
ID NO:321 shown to Figure 128. 

I^gure 130 shows an'EST nucleotide sequence designated hereto as DNA13242 (SEQ ID NO:323). 

Figure 131 shows a nudeotide sequence (SEQ ID NO:329) of a native sequence PR0195 cDNA, 
whereto SEQ ID NO:329 is a clone designated hereto as •UNQie9" and/or •*DNA26847-1395\ 

Figure 132 shows the amino acid sequ^ice (SEQ ID NO:330} derived &om the coding sequence of SEQ 
ID NO:329 shown to Figure 131. 

Figure 133 shows an EST micleotide sequerKe designated hereto as DNA15062 (SEQ ID NO:331). 

Figure 134 shows an EST nucleotide seqirace designated hereto as DNA13199 (SEQ ID NO:332). 

Figure 135 shows a nudeotide sequence (SEQ ID NO:336) of a n^e sequence FR086S cDNA, 
whereto SEQ ID NO:336 is a doi» <tes?gnaied hereto as •UNQ434'' and/or -DNA53974-1401", 

Figure 136 shows die amino add sequence (SEQ ID NO: 337) derived from die coding seqneaice of SEQ 
ID NO:336 shown to Figure 135. 

Figure 137 shows an EST nudeotide sequoice designated hereto as DNA37642 (SEQ ID NO:338). 

Hgure 138 shows a nucleodde sequence (SEQ ID NO:345) of a native sequence FR0827 cDNA, 
whereto SEQ ID NO:345 is a done designated hereto as '•UNQ468* and/or "DNA57039-1402*. 

Figure 1 39 shows die amino add sequence (SEQ ID NO : 346) derived &am die codtog sequeiKie of SEQ 
ID NO:34S stown to Rgure 138. 

Figure 140 shows an EST nucleotide sequence designated hereto as DNA47751 (SEQ ID NO:347). 
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Figure 141 shows a mideotide sequence (SBQ ID NO:351) of a native sequence PR01114 cDNA» 
wherein SEQ ID NO:351 is a done designated heran as -UNQ557" and/or *DNA57033-1403" , 

Hgure 142 shows Ihe amino acid seqoencc (SEQ DD NO:352) derived &om the cod^ 
ID NO:351 shown in Figure 141. 9 

Figure 143 shows an EST nucleotide sequence designated herem as DNA48466 (SEQ ID NO:353). 

Figure 144 shows a nucleotide sequence (SEQ ID NO:357) of a natWe sequence PR0237 cDNA, 
wherein SEQ ID NO:357 is a done designated herdn as "UN<J2ir and/or •DNA34353-1428". 

Figure 145 shows the amino acid sequ^ice (SEQ ID NO:3S8) derived fixmi the co£ng sequence of SEQ 
ID NO:357 shown to Figure 144. 

Figure 146 shows a nudeotide sequence (SEQ ID NO:362) of a native sequence PR0541 cDNA» 
wherein SEQ ID NO:362 is a done designated herein as -UNQ342'' and/or •DNA45417-1432\ 

Figure 147 shows (he amino acid sequence (SEQ ED NO:363) derived from the codiz^ sequence of SEQ 
ID NO:362 shown in Kgure 146. 

Hgure 148 shows a nudeotide sequence (SEQ ID NO:369) of a native sequence PRQ273 cDNA» 
wherein SEQ ID NO:369 is a done designated hetwn as •UNQ240" and/or •'DNA39523-1 192". 

I^gure 149 shows tiie amino add sequence (SEQ ID NO:370) derived fiom die coding sequence of SEQ 
ID NO:369 shown in Figure 14S. 

Hgure 150 shows a nudeotide sequence (SEQ ID KO:374) of a native sequence PRO701 cDNA* 
Viiierein SEQ ID NO:374 is a done designated h^rdn as ''UNQ365*' and/or *DNA4420S-1285*'. 

Figure 1 5 1 shows the amino add sequence (SEQ ID NO:375} derived &om the codii^ sequence of SEQ 
ID NO:374 dwwn m Figure 150* 

Figure 152 shows a nudeotide seqi^nce (SEQ ID NO:379) of a native sequence PRO704 cDMA. 
^reitt SEQ ID NO:379 is a clone designated herein as ^^((2368" and/or "DNA5Q91M288\ 

Figure 1 53 shows the amino add sequence (SEQ ID NO:380) derived from tite codit^ sequence of SEQ 
ID NO:379 shown in Figure 152. 

Rgure 154 shows a nudeotide sequence (SEQ ID NO:384) of a native sequence PRO706 cDNA, 
wherein SEQ ID NO:384 is a done designated herein as *UNQ370'" and/or •DNA48329-1290'*. 

Figure 155 shows the amino add sequem:^ (SEQ ID NO:385} derived from die coding sequence of SEQ 
ID NO:384 shown in Figure 154. 

Figure 156 shows a nudeod^ sequence (SEQ ID NO:389) of a native sequence PRO707 cDNA^ 
wherem SEQ ID NO:389 is a done toignated herein as '•UNQ371* ai^or *DNA48306-129r. 

Figure 157 shows tte amiiK) ^d sequence (SEQ ID NO:390) derived fitom die coding sequence of SEQ 
ID NO:389 shown in Figure 156. 

Figure 158 shows a nudeodde sequence (SEQ ID N0:3SM) of a native sequence PRQ322 d[)NA, 
^«ein SEQ ID NO;394 is a cloi« designated hereto as •UNQ283'* and/or "DNA48336-13Q9". 

Figure 159 shows die amino add ^qnence (SEQ ID N0:3 95} derived from the coding sequence of SEQ 
ID NO:394 shown to Figure 158. 

Figure 160 shows a nudeotide sequence (SEQ ID NO:399) of a native sequence PRQS26 cDNA, 
whweto SEQ ID NO:399 is a done designated hereto as •UN(2330" and/or •DNA44184-1319". 



117 



Figure 161 shows the amim) add sequence (SEQ ID NO;400) derived fomittiecocfiag sequence of SEQ 
ID NO:399 shown in Figure m. 

Figure 162 shows a nucleotide sequence (S£Q ID NO:404) of a native seqizeoce PR0S31 cDNA, 
wherein SEQ ID N0:4(K is a clone designated herein as •UNQ332" airi/or "PNA483I4-1320% 

Figure 163 shows tixe amiiio ^d sequence (SEQ ID NO:4Q5) derived from 
5 ID NO:404 shown hi Hgore 162. 

Hgure 164 shows a nudeoticfe sequence (SEQ ID NO:409) of a native sequence PR0534 cDNA, 
wherein SEQ ID NO:409 is a clone designated herem as "UNQ335" and/or ''DNA48333-1321". 

Figure 165 shows the ammo acid 6equm:e (SEQ n) N0:4 1 0) derived &om fh^ 
ID NO:4Q9 shown in Figure 164. 



10 I^guie 166 shows a xmcleodde sequence (SEQ ID NO:414) of a native sequence FR0697 cDNA, 
wbaxm SEQ ID N0:414 is a clone designated herein as "JJKQSeV and/or ''DNA50920-1325''. 

'^^ Figure 167 shows ihe ammo acid Kcqaence (fflRQ TH Nn;41 ^) tUnivptl fVrwn thft ftrvftng lu^wnr-^ nf CT/> 

^ ID NO:414 shown m Figure 166* 

N Figure 168 shows a nucleotide sequence (SEQ ID N0:41?) of a native sequence PR0717 cDNA, 

f[i 15 wbsrehL SEQ ID NO,419 is a clone designated herdn as ^UNQSSS" and/or 'DNA5Q988.1326". 

€ I^guie 169 shows ^ amino acid sequttice (SEQ ID NO:420) derived from 

^' ' ID NO:419 shown m Bgurc 168, 

M Figure 170 shows a nudeotide sequence (SEQ ID NO:424) of a native sequence PR0731 cDNA, 

2 \»toem SEQ ID NO:424 is a done designated herein as •UNQ395* ai^or •'DNA48331-1329", 

'iP^ 20 Figure 171 shows die amino add sequence (SEQ ID NO :42S} derived frmi the cocfiog sequence of SEQ 

P ID NO:424 shown m Figure 170. 



Figure 172 shows a nucleotide sequence (SEQ ID NO:429) of a native seqiKoce PR0218 cDNA, 
wherein SEQ ID NO;429 is a clone designated herein as *UNQ192" and/or •DNA30867-1335". 

Figure 1 73 shows the amino acid sequence (SEQ ID NO:430) derived &om the codmg sequence of SEQ 
25 ID NO:429 shown in Figure 172. 

Figure 174 shows an EST nndeotide sequCTce designated bmin as DNA14472 (SEQ ID NO:431). 

Figure 175 shows an EST nudeotide sequelae designated herein as DNA1S846 (SEQ ID NO:432). 

Figure 176 shows a nudeotide sequence (SEQ ID NO:436) of a native sequence PR0768 cDNA, 
wherein SEQ ID NO:436 is a done designated herdn as *UN(J406" and/or •DNA5S737-1345". 
30 Figure 177 shows ihe amino acid sequence (SEQ ID NO:437} derived feom ihe coding sequence of SEQ 

ID NO:436 shown in Figure 176. 

Hgure 178 shows a nudeotide sequence (SEQ ID NO:441) of a native sequence PR0771 cDNA^ 
wherein SEQ ID NO:441 is a clone designated herein as *UNQ409" and/or «DNA49829-1346\ 

Figure 1 79 shows the amhu} add sequence (SEQ ID NO :442) derived from the codu^ sequeoce of SEQ 
35 m NO:441 shown in Figure 178. 

Figure 180 shows a nucleotide scquetro (SEQ ID NO:446) of a native sequeiKe PR0733 cDNA> 
wherem SEQ ID NO:446 is a done designated herein as "UN<J4ir and/or *DNA52196-1348". 

Figure 181 shows the azmno add sequence (SEQ ID NO :447) derived from the coding sequemie of SEQ 
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ID NO:446 shown in Figure 180. 

Figure 182 shows a nucleotide sequora (S£Q ID NO:451) of a nadye sequence PR0162 cDNA, 
whetem SEQ ID NO:451 is a done designated herein as -UNQ429* and/or -DNA56965-1356\ 

Figure 1 83 shows the amino acid sequence (SEQ ID NO :452} derived fiom the codipg sequence of SEQ 
ID NO:451 shown in Figure 182. 

Figure 184 shows a nucleotide sequence (SEQ ID NO:4S3) of a native sequence PR0788 cDNA, 
herein SEQ ID NO:453 is a done designated haefa as -UNQ430- and/or -DNA564(»-1357"- 

Figure 1 85 shows the amino acid sequence (SEQ ID NO:454) derived from the codmg sequence of SEQ 
ID NO:4S3 shown in Figure 184. 

Figure 186 ^ws a nudeotide sequence (SEQ ID NO:455) of a native sequence PROIOOS cDNA, 
wherein SEQ ID NO:455 is a done designated haein as *UN(J492" and/or *DNA5753a-1375\ 

Figure 1 87 shows the andno add sequence (SEQ m NO :456} derived fixn^ 
lb NO:455 shown in Figure 186. 

Figure 188 shows an EST nudeotide sequence designated herein as DNA16508 (SEQ ID NO:457). 

Figure 189 shows a nucleotide sequeiK:e (SEQ ID NO;458) of a native sequouce PRO1012 cDNA, 
wherein SEQ ID NO:4S8 is a doi^ designated herehi as ''UN(249S" and/or ''DNA56439-1376". 

Figure ISK) shows die amino acid sequence (SEQ n) KO:459) derived from di^ 
ID NO:458 shown in Figure 189. 

Figure 191 shows a nudeotide sequeiKe (SEQ ID NO:463) of a native sequence PROI014 cDNA, 
wherein SEQ ID NO:463 is a done designated hcrdn as "UNQ497' mVot ^NA56409-1377" . 

Figure 192 shows the amino acid sequence (SEQ n> NO:464} derived fcQ^ 
ID NO:463 shown in Figure 191. 

Figure 193 shows a nucleotide sequence (SEQ ID NO:46S) of a native sequence FRO1017 dSNA, 
^^lierein SEQ ED NO:465 is a done designated herein as *DNQ500" and/or •DNASei 12-1379". 

Figure 194 shows the amirK) add sequence (SEQ ID NO:46Q derived fi^ 
ID NO:46S shown in Hgure 193. 

Figure 195 shows a nudeotide sequence (SEQ ID NO:467) of a native sequnice PR0474 cDNA, 
wh^dn SEQ ID NO:467 is a doi» designated herein as ''UNQSC^" and/or ''DNA56045-1380". 

Figure 196 shows die amino acid sequence (SEQ ID NO:468) derived fiom die codh^ sequence of SEQ 
ID NO:467 shown in Rgure 195. 

Figure 197 shows a nudeotide sequence (SEQ ID NO:469) of a native sequaioe PRO1031 cDNA, 
wherein SEQ ID NO:469 is a clone designated herein as 'UNQ516'' and/or "DNA59294-138r. 

Figure 198 shows the amino add sequence (SEQ ID NO:47P) derived from die coding sequence of SEQ 
n> NO:469 shown in Figure 197. 

Figure 199 shows a nudeotide sequence (SEQ ED NO:471) of a native sequeiKe PRQ938 cDNA, 
wherein SEQ ID NO:471 is a clone designated hwein as *UN(2475" and/or •'DNA56433-1406". 

i 

Figure ^ shows die amhio add seq^ience (SEQ ID NO:472) derived fiom die cod^ 
ID NO:471 shown in Figure 199. 
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Figme 201 shows a luicleotxde setp^ce (S£Q ID NO:476) of a native sequeace FRO1082 cDNA> 
wbcrcin SEQ ID NO:476 is a cIoik designated herein as *UNQ539" and/or ''DNA33912-1457\ 

Figoze 202 shows the ainlno add sequence (SEQ ID N(>477) dm^ 
ID NO:476 shown in Figure 201 . 

Figure 203 shows a nucleotide sequence (SEQ ID NO:482} of a native sequence FRO1083 cDNA, 
whmm SEQ ID NO:482 is a done designated herein as •UNQ540* and/or •DNA5092M458". 

Figure 204 shows die amhu) add sequence (SEQ n) NO:483) derived fi^ 
ID NO:482 shown in Figure 203. 

Figure 205 shows an EST nuckotufe sequence designated herein as DNA24256 (SEQ ID NO:484). 

Figure 206 shows a nucleotide sequence (SEQ ID NO:4S7) of a native sequence PRO200 cDNA, 
flteein SEQ ID NO:487 Is a done designated herein as •I3NQ174" and/or •DNA2910I-1122*. 

I^gure 207 shows ihe amino acid sequence (SEQ n> NO:48S) derived fixm^ 
ID NO:487 stown in Figure 206, 

I^gure 208 shows a nudeotide sequence (SEQ ID NO:495) of a native sequeru:e PR028S cDNA, 
wherein SEQ ID NO:495 is a done designated herein as ''DNA40021-ilS4'. 

Figure 209 shows die ammo add sequence (SEQ ID NO:496) derived fit^ 
ID NO:495 shown in Figure 208. 

Figure 210 shows a nuckoti<te sequm^ (SEQ ID NO:497) of a native sequence FRQ286 cDNA« 
wherem SEQ ID NO:497 is a done designated herein as "DNA42663-1154"* 

Rgure 2 1 1 shows Ibe ammo add sequence (SEQ ID NO:498) derived from the codiQg sequence of SEQ 
ID NO:497 shown in Figure 210. 

Rgure 212 ^ws a nucleotide sequence (SEQ ID NO:505) of a native sequence PR0213-1 cDNA, 
^lierein SEQ ID NO:SQS is a done designated herem as *'DNA30943-l-llG3-r. 

Figure 213 shows Ihe amino add sequence (SEQ n) NO:505) derived firomt^ 
ID NO:505 shown in Figure 212. 

Figure 214 shows a nudeotide sequence (SEQ ID NO:507) of a native sequence PRO1330 cDNA, 
wherein SEQ ID NO:507 is a done designated herdn as *DNA64907-1 163-1 *. 

FIgnre 215 shows Ae amino add sequence (SEQ ID NO:508) derived firom (he cod^ 
ID NO:507 shown in Figure 214. 

Figure 216 shows a nudeotide sequence (SEQ ID NO:509) of a nadve sequence FR01449 cDNA» 
wheiein SEQ ID NO:509 is a clone designated herein as ^NA64908-1 163-1". 

Figure 217 shows the amino add sequeiK^e (SEQ ID NO: 5 1 0) derived &om the coding sequence of SEQ 
ID NO:509 stown in Figure 216. 

Figure 218 shows a nudeotide sequence (SEQ ID NO:514) of a native sequence PR0298 cDNA, 
wterein SEQ ID NO'.514 is a clone designated hwehi as *UN(2261" and/or •DNA3997M210". 

Figure 219 shows die amino add sequence (SEQ ID NO:515) derived from Ihe ow 
ID NO:514 shown in Figure 218. 

Figure 220 shows an EST nudeotide sequence designated herein as DNA26832 (SEQ ID NO:516). 
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Figure 221 shows a nucleotide sequajcc (SEQ ID NO:522) of a native sequence PR0337 cDNA, 
wherein SEQ ID NO:522 is a done designated herdn as T)NA43316-1237*. 

Figure 222 ^ws the amino acid scqueace (SEQ ID N^Q;523) derivgrf fmm thf% rnrfhig gf^g^^py^ of ^FQ 
. ID NO:522 shown in Figure 22L 

Figure 223 shows an EST moleotide sequence designated herein as DNA42301 (SEQ ID NO:524). 

Figure 224 shows a nucleotide seque3»:e (SEQ ID NO:S25) of a native sequeiKre PR04Q3 cDNA, 
wherem SEQ ID NO:525 is a done (tesignaled herein as *'DNA55800-1263*. 

Figure 22S shows die an±K> acid seqoeiKe (SEQ ID NO: 526) derived fix>m die codn^ 
ID NO:525 shown in Figure 224. 

Figure 226 shows an EST nucleotide seqoeiM designated herein as DNA34415 (SEQ ID NO:527). 

Figure 227 shows an EST nucleoti«te sequence designated herein a^ r 

Figure 22S shows an EST nucleotide sequence designated herein as DNA49831 <SEQ ID NO:529). 

Figure 229 shows a nucleotide sequence (SEQ ID N0:611) of a native sequence PR04993 cDNA. 
^iierein SEQ ID N0:61 1 is a done designated herein as "DNA94S32-2659", 

Figure 230 shows die amino add sentence (SEQ ID NO:612) derived from the coding sequence of SEQ 
ID NO:611 shown in I^gure 229. 

Figure 231 stows a nucleotide sequence (SEQ ID NO:613) of a native sequence PR01559 cDNA, 
^lierein SEQ ID NO:613 is a dcHie designated herein as ''DKA68886'. 

Hgure 232 shows die amino add sequei»x (SEQ ID NO:614) derived ficomdie codiog sequence of SEQ 
ID NO:613 shown in Figure 231. 

Rgure 233 shows a nucfcodde sequeioe (SEQ ID NO:615) of a native sequence PR0725 cDNA, 
whsrem SEQ ID NO:615 is a done designated herein as •DNA52758-1399", 

Hgure 234 shows die aniino add sequence (SEQ ID N0:61Q derived fiom the cod 
ID NO;615 shown in Figure 233. 

Figure 235 shows a nudeotide seq^jcnce (SEQ ID NO:617) of a native sequenoe PRD739 cDNA, 
wtodn SEQ ID NO:617 is a done designated herdn as **DNA52756*. 

Figure 236 shows the aniino add sequence (SEQ ID NO:618) derived from 
H) NO:617 shown in Figure 235. 

DETAILED DESCRIPTIO N OP THE PREFERRED EMBODIMENTS 

The terms "PRO polypeptide" and "PRO" as used herdn and when immediatdy followed by a 
nmnerical designation refer to various polyp^tides, wfaereindie complete designation 0,e., PRO/number) refers 
to specific polypeptide sequaices as desaibcd herein. Tbe terms "PRO/number polypeptide" and 
"PRO/number* wherein the term "number" is provided as an actual numerical designation as used herein 
encompass native sequence poIypq>tid« and polyp^tide variants (^rfi^ ThePRO 
polypeptides described herdn be isolated from a variety of sources, such as from human tissue types or 
from another source, or pr^ared by recondunant or synthetic methods. ' 

A "native sequence PRO polypeptide" con?>rises a polypq^tide having ti^ same a^^ 
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as the corresponding FRO polypeptide derived from xiature. Sudi native sequence FRO polypeptides can be 
isolaied from nature or can be produced by recombinant or syndietic means. Tbe tean "native sequence FRO 
polypeptide** specifically encompasses naturally-occunii^ truncated or secreted forms of the specific PRO 
polypeptide (e.;*, an e^oraoellular domain sequence)* naturaDy-occurdng variant fonns (e.j,, altemativdy 
spliced fonm) and naturally-occarring alielic variants of Hie polypeptide. In various embodiments of die 
invention, tbe native sequence FRO polypeptides disclosed herein are mature or fidl-leogdi native sequ^toe 
polypq>tides conq)risii$ Ihe fbll-lenglh amino acids sequemses shown In tbe aoconpai^ing figures. Start and 
stop codons are shown in bold font and under! tned in the figures. However, while ttse PRO polypeptide 
disclosed in tbe acoonqianjmig figures are shnwn tn hegtn wilh mftthinntnft rpQidnpg f^tg^^t^ hmm as amino 
add position 1 in the figures, it is conceivable and possible that o&er me^ 

or downstream from the amino add positioii i in the figures may be enq^loyed as Ihe startii^ amino add residue 
for die VRO polypeptides. 

The FRO polypeptide "extracellular domain" or "ECD" refers to a fonn of the FRO polypeptide wfaidi 
is essentially free of the transmembrane and cytoplasmic domains. Ordinarily, a PRO polypqtfide BCD will have 
less than 1% of such transmembrane and/or cytoplasmic c&mudns and preferabfy, will have less than 0.5% of 
suchdomains. It wSl be understood that aay transmembrane domains itotified for the FRO polypqrtides of 
tbe present invention are identified pursuant to criteria routindy enQ>Ioy 

hydrophobic domain. The exact homidflrieg of a tr! ^ynTtP!Tn^r aT^ ^fomam may vary but most lilcely by no more 
than about 5 amino acids at eidier end of the domain as initially identified herein, ^jtionally, ^erefore, an 
extracelhdar domain of a FRO pdypqKiik mir^ contain fi^ about 5 or fe^ 

transmembrane domain/extraceHular domain boundary as identified in the ExjEonples or specification and such 
polype^des, with or widiout the associated signal pq[ytide, and 
by the present hnrention. 

The i^rproximate location of the * signal peptides " of die various FRO polypeptides disclosed hemn are 
shown in the present specification aiid/or&eaccoii^^ying figures. It is noted, however, that die C-terminal 
botmdary of a signal peptide may vary, but most likdy by no more dian about 5 amino adds <m either side of 
the signal peptide C4emiinal boundary as initially identified herein, wherein the C-terminal bcnmdary of die 
sigoa] peptide may be identified jmrsuant to criteria routinely employed in die art for idaitifyirtg that type of 
amino acid sequence element (e.g.» Nidscn et al., FrotSig. 10:1-6 (1997) and von Heiige et al„ NucL Acids, 
Rgs^ 14:4683-4690 (1986)). Moreover, it is also recognized that, m some cases, deavage of a signal sequence 
from a secreted polypeptide is not entirely unifonn, resulting in niore Tbesemature 
polypeptides, vAere die signal peptide is deaved widun m more than about 5 aemo adds on eidier side of the 
C-terminal boundary of the signal peptide as trfimrifjp^ herein, and the polynucleotides encoding diem, are 
conten^lated by the pres^ invention. 

"PRO polypeptide variant" means an active FRO polypeptide as defined above or bdow havipg at least 
about 80% amino add sequence i^tity widi a fiiU-kx^ native sequoice PRO polypeptide sequence as 
disdosed herein, a PRO polypeptide sequence lacking the sitgnal pepdde as disclosed herein, an extracellular 
domain of a FRO polypeptide, widi or witiiout die sigi^ pqnide, as disclosed herein ch- any other fira^^ 
a fim-Iaigdi FRO polypeptide sequence as disclosed herrau Sudi PRO polypqjtide variants indude, for 
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instance, PRO polypeptides wherem one or more amino acid residues aie added, or deleted, at Ihe N- or C- 
tenxdnus of the fun4ength native amino add seq^^^ Ordinaiily, a PRO polypqrtide variant will have at kast 
about 80% amino acid sequence itaasity^ preferably at least about 81% amino add sequence Idsn&y, more 
preferably at least about S2% amino add seqooice ident!Qr» more preferably at least about 83% amim) add 
sequence id^uity, more preferably at least about 84% amino acid sequence ldentiQr» more preferably at least 
about 85% amim add sequence ideiitiQr, more preferably at leas^ 

preferably at least about 87% amino acid sequence identic, more prrferabty at least about 88% amino add 
sequeixe identity, more prrferabty at least about 89% amino add sequeixse identity, more preferably at least 
about 90% aniino acid sequence identity, more preferably at least abo^ 

preferably at least about 92% amino acid sequence identity, more preferably at least about 93% amino add 
sequence identity, more preferably at least abom 94% anaino add sequence id 

about 95 % amino acid sequence identity, more preferably at least about 96 % amino acid sequence identity, more 
preferably at least about 97% amino acid sequence identity, more jneferably at least about 98% amino add 
sequence identity and most preferal^y at least about 99% amino acid sequence identic 
seqnesice PRO polypeptide sequence as disclosed herein, a PRO polyp^itide seque 

as disclosed herein, aa extraceOular domain of a PRO polyp^tide, witii or without tiie signal pqjtide, as 

disclosed herdn or any other specifically defined fragment of a full-leQgtfa PRO polypeptide sequence as 

disdosedherein. Ordinarily, PRO variantpolypeptides are atleast about 10 aininoadd^ 

about 20 antino adds m length, inore oftm at least alxnit 30 

amino acids m lengtb, nK>re often at least about SO amino adi^ 

acids in leogdi, more often at least about 70 amixu) add^ in leogtii, more ol^ 

length, nK)re often at least about 90 amim) adds hi length, mor^ 

more oft^ at least about ISO amino acids hi length, naoreofien at least about 2(X)amuio adds in lengdi, more 
often at least about 300 animo adds in lengdi, or more. 

Tercait(%) ammo acid sequence identity" with respect to the PRO polypeptide sequoices identified 
herein is defmed as tiie petcent^e of zxnam add residi^ m a caruiidate sequence tiiat are identical witii fhe 
amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps , 
if neoessaiy, to adxieve die maximimfi percent sequence Identity, and not considering any conservative 
substimtions as part of the sequence identity. Alignment for purposes of determining percent ammo add 
sequence identity can t)e adueved in various wa^ that are within 

available conqHiter software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. Those 
skilled in flie art can d^erinine^ropriateparanietm for ineasuring alignment 

to adiieve maxunal alignment over ihe full lengdi of tiie sequeooes bemg cos9>ared. For pmposes herem, 
however, %aininoaddsequenceidentityvduesaregeneratedusiAgtiiesequenceconq>arisoncoiri^^ 
ALIGN-2, wherem the complete source code for tiie ALIGN-2 program is provided in Table 1 bdow. The 
ALIGN-2 sequence comparison conqxiter program was audK)red by Genentech, Inc. and the source code shown 
in Table 1 below Im been filed widiiiserdocumentationmtbe U.S. Copyri^Office, Washh^nD.C, 2QSS9, 
wh^ it is registered under U.S. Copyright Registration No, TXU510087. The AIiGN-2 program is publicly 
available through Genentedi, Inc. , Soutii San Francisco , California or may be 0(Hxq)iled fim tiie source code 
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provided in Table Ibdow. The AUGN-2 program shouW be con^iled for use oa a UNIX ope^^ 
pre:fex8bly digital UNIX V4.0D* All sequence coo^parisoa parameters are s^by die ALIGN-2 program aiKi 
do not vary. 

In situations ^riiere ALIGN-2 is eziq>loyed for amino add sequence conq^arisons, die % antinn acid 
sequence identity of a given amino add sequence A to » with, or against a given amino add sequence B ( whicb 
can alternatively be phrased as a given amino add sequence A that has or comprise a certain % amino add 
sequm:e identily to* wiih, or against a given ammo add sequm^B) is calculated as follows: 

100 times the fiaction X/Y 

where X is the mimber of amino acid residues scored as idenTicaT matdies by the sequence aTigimwnt program 
ALIGN*2 in that pr ogr am * s a l i gntnent of A and B , and where Y is the to tal number of amino add residues in 
B. It win be appreciated diat where die kngdiofan^ acid sequence A is not e^ 

sequence B » tlie % amino acid sequence identic of A to B win not equal die % amino acid sequence identity of 
B to A. As exanq>Ies of % amioo ^id sequence identity calculations usk^ dds mediod. Tables 2 and 3 
demonstrate how to calculate die % amino acid sequence identity of the amino add sequence *<*^<gn fl fy^ 
*Con5»iisonProtein* to die anuno acid sequence designated •PRO" , ^rfierdn "PRO" represents the amino acid 
seqmice of a hypodiedcal PRO polypeptide of interest, "Conqtarison Frotdn* r^»esents the am™ add 
sequto^ of a polypeptide again^\*to:h the *PRO"polypq)ti^ ''Y'and 
"Z* each rqnesent dtfferent hypothetical amino acid residues. 

Unless spedficaUy stated otherwise, all % amhio add sequence ictentity values usedl^iein are obtained 
asdescribedindieimmediatdy precedingparagrqrfiusii^gdieAnGN-2c<Mnputerpr^ However, % amino 
ssM sequence identily valu^ may also be obtained as descnbed bdow by using die WU-BLAST-2 conpiter 
program (Altsdml et al., Mediods in Enzvmologv 266:460480 (1996)), Most of die WUrBLAST-2 seardi 
parameters aie set to the de&ult values. Thosenotsettode£aultvaIttes,i.e., the adjustable parano^ars, are set 
widi dM following values: overly span « 1, oveda^ fraction « 0.125, word dneshold <T) = 11. and scoring 
matrix = BLOSUM62. When WU-BLAST-2 is enqrfoyed, a % amino add sequence identity vah^ is 
detenmned fay dividing (a) die number of ttifltnhing identical amino add residues b^een the amitw add 
sequence of flie PRO polypeptide of interert having a sequo^e derived from di^ 
die coinparison anuTK) acy sequence of interest ^e., die seqoa 

is bemg con^wrcd whidi may be a PRO variant polypQ>tide) as determined by WU-BLAST-2 by (b) die total 

numberofaminoacidr^iduesofdiePROpolypq>ddeofhiteresL Forexarn|>le,m the statement "a polypeptide 

comprisu^ an die amino acid sequ^K^e A ^liich has or having at least 

amino acid sequence B\ die amhu> add sequeoce A is die couqyarison amino add 

amino add sequence B is the amino acid sequence of the PRO polypepdde of interest 

Perc^it aznino add sequence identic msqr also be detenrihied u^tig ^ 
NCBI.BLAST2 (Altsdiul et al.. Nucleic Adds Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
con5)arfeon program may be downloaded from ht5>://www.ncbi.nhn-uih-gov. NCBI-BLAST2 uses several 
search parameters, wherein all of tiK)se seardi parameters are set to default vakies mpJnrfii^^ for exanq>Ie, 
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uamask = strand = all, esqiected occurrences = 10, mmhmmi tew conqdexity length « 15/5, multi-fuiss 
e-valne « 0.01» constant for inalti-i»ass » 25, dropoff for fbal g^cpped alignment ;= 25 and scoring natatrix = 
BLOSUM62. 

In situations wbere NCBI-£LAST2 is enq)Ioyed for amino acid seqoaice 0Qnq»arisons, die % amino 
acid sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B 
(which can altmiativdy be phrased as a given anmu) add sequence A tt^ % amino 

acid sequeittre identic to, with, or against a given amino acki sequ0:s:e B) is calculated as fbUowa: 

100 times the fraction X/Y 

where X is die number of amino acid residiKS scored as identical matciKstfy die sequence alignment program 
NCBI-BLAST2 iadiatprogram*s alignTnentof AandB, andwhereY is die total number of amino add residues 
mB. ft win be ^predated that where die lengdi of ainiiu) add sequence A is not 
add sequence B, die % ammo acid sequence identic of A to B will not equal die % 
of B to A. 

"PRO variant polynucleotide" or ''FRO variant mK^Ieic md sequence* means a nucleic acid molecule 
v/bkb encodes an acdve PRO polypqitide as defined bdow and which has at least about 80% nucleic ssd 
sequence identity with a nucleotide acid seqaeEK:e encxKlix^ a fuIMepgth native sequence PRO polypeptide 
sequence as disclosed herein, a fiill-lei^gth native sequence PRO polypq>tide sequence laddpg the signal peptide 
as disclosed herein, an extracdiular domain of a PRO polypeptide, widi or widiout the signal peptide, as 
disdosed h^ein or any odier firagment of a fuU-lengdi PRO polypeptide sequence as disdosed herein. 
Qrdiimrily, a PRO variant pdynodec^ vidll have at least about 80% nuddc acid sequence identity, more 
preferably at least about 8 1 % nucleic add sequence idend^, nK>re prriierahly at least about 82 % nuddc icid 
seqwDce idraidty, more prefiKrably at least about 83% nucleic ac^ sequezH:e identiQr, more preferably at least 
about 84% nuddc add secpi^ice identity, more preferably at least about 85 % xaxckk. add sequence identity, 
more preferably at least about 86% nucleic add sequence ideotiQr, more preferably at least about 87 % nucleic 
add sequence identity , more preferably at least about 88 % nuddc add sequezu^e idend^, more preferably at 
least about 89% nucleic add sequence identity, more preferably at least about 90% nucleic add seqoenoe 
idendly, more preferably at least abom 91 % nucleic add sequence idendty, ^ 

nuddc add sequence idaidty, more preferably at least about 93% nucleic add sequence idendQr, more 
preferabfy at least about 94% nucleic add sequence idendryr, niore preferably at least about 
sequence idendty, more preferably at least about 96% nucleic add sequezK^ idendty, xzKn?e preferably at least 
abom 97% imcleic add sequence idendty, inore preferably at least about 98% nudeic acids 
yet more preferably at least about 99 % nucleic add sequence idendty widi a nudeic add sequence encoding a 
fuD-lengdi nadve sequence PRO polypq^ sequence as disdosed herein, a fuli-lepglh nadve sequence PRO 
polypeptide sequence laddog die signal pepdde as disdosed h^dn, an eiOraceUular domahi of a PRO 
polypeptide, with or widiout the signal sequence, as disclosed herein or aiKy odier fragment of a full-length PRO 
polypq^dde sequence as disdosoi herein. Variants do not enconq^ass die native nudeoddeseq&ttoce. 
Qrdnarily, PRO variant pdynudeotides are at least about 30 nuclectfid^ 
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60 nocleotides in kngth, more often at least about 90 micleoddes in lepglfa, more often at least about 120 
nucleotides in lengthy more often at least about 150 nucleotides in length, more often at lea^t about 180 
nucleotides m length, more often at least about 210 nucleotides in length, more often at least about 240 
nucleotides in lengflu, more often at least about 270 nucleotide in length, more often at least about 300 
nucleotides in length, more often at least about 450 nucleotides in leogdi, more often at least about 60O 
nucleotides in length, more often at least about 900 nucleotides in loigth, or more. 

"Percent (%) nucleic acid sequence identity" wi& respect to PRO-enooding nucleic add seqisnces 
identifted herein is defined as &e percentage of nucleotides in a candidate sequoioe that are i<fentical with die 
nucleotides in the PRO nucleic acid sequence of interest, after aligning fte sequences and introducing g^, if 
ifficessaiy, to achieve die maximum percent sequence identi^. Alignment for jmrposes of detennining percent 
nucleic acid sequence identiQr can be achieved in various ways that are within the skill in the art, for instance, 
using iMiblicly available con^wter software such as BLAST, BLAST-2, ALIGN or MegaUgn (DNASTAR) 
software. For ptoses h^ein, however, % nucleic add sequence identity values are generated using llie 
sequence conqmrisonconqmter program AUGN-2, wherein the comp^ 

is provided in Table 1 below. The ALIGN-2 sequence oonqparison con^mter pr ogy am was authored by 
Genentecfa. Inc. aiKlftiesotmse code shown in TflMe 1 hdowhasheen filed with iigerdng aiTTimfyrin n in thf'U.S. 
Copyri^ Office, Washington D.C., 205», where it is registered mOa U,S. Copyright Registration No, 
TXU510087. Hie ALIGN-2 program is publidy available through Geuoitech, Inc., South San E^ancisco, 
Califtmiia or niay be coxiq>iledftxm the source code pn>vided in Tab^ The ALIGN-2 program sbcndd 

be con^iled fox use on a UNIX oper^iag system, preferably digital UNIX y4.W^ AH sequence comparison 
parameters are set b^' the AUGN-2 program and do not vary. 

In siniations where ALIGN-2 is enq)loyed for nudeic add sequence con^arisans* the % wclek add 
sequence identity of a given nudeic add sequence C to, with, or {(gainst a g^ 

can alteroativdy be phrased as a givea nucleic acid sequence C that has or con^ % mxdeicadd 

sequence identity to, wilb, or agamst a given nudeic acid sequence D) is calculated as follows: 

100 tunes the firaction W/Z 

^niiere W is die number of nucleotides scored as identical matdi^ by 

in ftiat program's alignment of C and D, and ^i^iere Z is die total number of nucleotides in D. It will be 
^reciated that ^niiere the length of mideic add sequence C is not equd to d^ 

D, the % nucleic acid sequence identity of C to D will not equal the % nudeic add sequence identic of D to 
C. As exanyles of % nucleic acid sequence identiiy calculfliions, Tabl^ d qpd 5, demonstrate how to calculate 
die % nucldc add sequence ittentity of the nucleic acid sequence designate 

acid sequence designated "PRO-DNA*. wherein "PRO-DNA* represGits a hypothetical PRO-encoding nudeic 
add sequence of interest, '*Conq»arisQn DNA* rqnesents the nucleotide sequel^ of a micldc add molecule 
against wiiich the "PRO-DNA" nuddc acid molecule of interest is beiqg conqiared, and 'N*, "L" and *V" 
rq>resent different hypc^ietical nucleotides. 

Unless specificaUy stated odierwise, an % nuddc addsequmceidentiQrva^ 
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as described in the immediately preceding paragraph using the ALIGN-2 ocmspoter program. However^ % 
mideic acid sequence identic vahies also be obtained as described bdow by mmg the WU-BLAST-2 
computer program aitschul e± a!., Methndg m KnTymnlnyrY 'f^ dfn^m /i (w:)) Mbstof the WU-BLAST-2 
search parametm are set to the default values* llnse not set to de&ult values* Le., die a^ustable param^ers* 
are set with the following values: overlap span = 1, ov^jq) fraction = 0.125, word threshold (1) = 11, and 
5 scoring matrix = BLOSUM62. When W-BLAST-2 is eiiq;>loyed, a % nucleic add sequence ident^ 

deiKnuned by dividing (a) the number of matching identical nucleotides between nucleic acid sequence of 
die PRO polyp^tid&^icoding nucleic acid moleoile of interest having a sequence derived from the native 
sequence PRO polypepdde-encodmg nudeic acU and the co^^>arison nucleic add moleode of interest (Le. , die 
seq[uax:e against vdiich d^ PRO poI)peptide-eiKX)^^ 
10 wsy be a variant PRO polyniH^leodde) as determu^ by WU-BLAST-2 by (b) the total nuxuber of nucleotides 
of die PRO pdypqttide-encodii^mKleic acid niolecule of interest. For exanqile, in the statement *anisolmed 
nudeic add molecule comprisiQg a nucleic add sequeEK:e A whidi has or having at least 80% nucleic acid 
^ sequeiK^identity to tbe nudeic add sequeiK^eB*, die nucleic add sequo^ 

^ molecule of interest and die nucleic add sequet^ B is die nucleic acid seq^ience of the PRO polypqitide- 
fij 15 encoding nudeic acid molecule of interest 

^ Percent nuddc add sequence identity may also be determined using the sequence cnmpflriRon pmgraTT^ 

g NCBI-BLAST2 (Altsdnil et al.. Nudeic Adds Res. 25:3389-3402 n997\V The NCBI-BLAST2 sequem* 

M con^arison program may be downloaded ftom htip://www.iK*Lntai.nih.gov. NCBI-BLAST2 uses several 
U- parameters, wherem all of dwse search parameters are set to default vahies including, for cxanq)Ie, 

\Fi20 unmask « yes, strand ~ all, ^cpected occurrence « 10, minimum low oosx^lexity leogdi « 15/5, multi-pass 

e-value « 0;01, constant for muM-pass = 25, dropoff for final gapped alignment = 25 and scoring matrix = 

BLOSUM62. 

In situations where NCBI-BLAST2 is enqjJoyed for sequence conqKoisons, die % nuddc add sequence 
idesatity of a given nudeic add sequ«ice C to, widi, or against a givwi nudeic acid sequero D (which can 
25 altemativdy be fussed as a given nudeic acid sequence C diat has or comprises a certain % imcleic acid 
sequence identity to, with, or against a given nucleic urid sequence D) is calculated as follows: 

100 times d£ firacdon W/Z 

30 where W is die number of nucleoddes sccHed as Identical matdies by die sequence alignment program NCBI- 
BLAST2 in diat program's alignmem of C and D, and where Z is the total number of nndcotides in D, Itwill 
be qjpreciaxed that ^diere the lengdi of nudeic add sequence C is not eq^ 

D, die % nuddc add sequence identityr of C to D will not equal die % nucldc add sequence identic of D to 
C. 

35 In odier embodhnents, PRO variam polynucleotides are nudeic acid molecules that encode an active 

PRO polyp^^ and v^liidi are capaWe of l^bridizing, j»eferably under stringent hybridization and wash 
conditions, to nudeotidese^i^tcesettcoifing a foU-lengOi PRO polypqrt^ PROvadant 
polypeptides may be diose diat are eiKoded by a PRO variant polynudeodde. 
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The temi V>sitives% in die context of sequence compart includes 
residues in tbe sequences conq>ared that are not identical but have similar properties (e.g. as a result of 
conservative substitutions, see Table 6 below). For purposes herein, the % value of positives is detenniziBd by 
dividii^ (a) the number of amino acid residues scoristg a positive vahK bdween the PRO polypeptide amino add 
sequoiceof interest having a seqiKnce (feiived from the native FROpoIypqttide sequence and the conq>arison 
amino add sequ^K^ of interest <Le. , (he amino add sequence {^gainst ^idiich (he PRO polyp^itide sequence is 
being compared} as detenmned intfae BLOSUM62 matrixof WU-BLAST-2by (b} the total number of amfam 
add residues of the PRO polypeptide of interest 

Unless specifically stated otborwise^ the % value of positives is calculated as described in the 
immediately preceding paragraph. However^ in the context of tiie amino acid sequence identity ^^wnparkmifi 
perfonx^ as described for ALI(IN-2 and NCBI-BLAST-2 above, includes amiBO add residues in the sequences 
oon^ared that are not only Identical , but also those that have similar properties* Amnio acid residues diat score 
a positive value to an amino add residue of interest are those diat are either identical to the amino acid residue 
of interest or are apreferred substitution (as de&ted in Table 6 bdow) of the anmo add residue of interest 

For amnio acid sequence con^arisons nsrog ALIGH-2 or NCBI-BLAST2, the % value of positives of 
a given amino add sequence A to, wi&, or against a grvra amino acid sequeaioe B (whkfa can alternatively be 
pluased as a given amino ac^ sequence A diatlm or conqidses a certain %p^ tOyWi^oragainsta^ven 
amino add sequence B) is calculated as follows: 

100 tin^ the fraction X/Y 

where X is die number of amizbo add residues scoring a positive value as defined above by the sequence 
alignment program ALIGN-2 or NCBI-BLA:?r2 in (hat program's alignment of A and B, and v/h&ce Y is the 
total number of amiDO add r^idues in B. It will be appreciated that \ghere tfie length nf «minn flri'/t j^^iprwy 
A is not equal to the length of amino add sequence B, the % positives of A to B will not equal (he % positives 
ofBtoA. 

"Isolated, * when used to describe the variom polypeptides disdosed herd^ 
been identified and separated and/or recovered firom a conqKment of its natural environment Contaminant 
conqjionents of its natural environment are materials tiiat would typically interfere with diagnostic or therffpnTtic 
uses for tibe polypeptide, and may mdude enzymes, iKmiiones, and other pratemaceous or noo-proteinaceous 
solutes. In prefonred embodiments, die polypeptide wiU be iftxrified(l) to a ^ 

IS residues of N-^erminal or internal amino add sequence by use of a ginning cup se^iaiator, or (2) to 
homogeneiQr by SDS-PAGE under ncm-redndt^ or reducing conditions ustiig Coomassie blue or, preferably, 
silver stain. Isolated polypeptide indudes polyp^tide in sUu widitn recombmant ceiUs, since at least one 
cbn^onent of die FRO polypeptide natural enviromnent will not be present. Ordinarily^ however, isolated 
polypeptide will be prepared by at least one purification step. 

An "isolated " FRO polypeptide-encodiqg mrcleic add or otto: polypeptide-^ncodiqg rmdeic acid is a 
nucleic add molecule diat is identified and separated firom at least one contaminant nucldc add SKilecule with 
ix4uch it is ordinarily associated in the natural source of polypeptide-emxxiii^ nucleic add. An isolated 
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polypgrtidfr-muxiing nudeic acid molecule is otiber than in the fonn or s^tit^ in which it is found in nature 
Isolated pofypeptid&«ncoding mrcleic acid molecules therefore aie distmguished from the specific polypeptide- 
encodixig nucleic acid mdecale as it exists in natural cells. However, an isolated polypefMide-encodii^ nudeic 
add nmlecule indxides polypeptide^ciK»ding 

polypeptide where, for ezanqile, the nucleic add mokcole is hi a dmmtosomal location different from diat of 
natural cells. 

The tenn •control sequences" refers to DNAseqi^nces necessary fijr fhe expression of anoperably 
linked codn^se^pience hi a particular host organism. The control sequences that are suitable for prokaryotes, 
for exanq)le,mchideapronjoter,optionany an operator sequel Eukaryotic cells 

are known to utilize promoters, polyadenylation signals, and enhancers. 

Nudeic add is "operably Imked" wheaitisidacedmtoafuiK:tionalrebtiondiipwi&an<^^ 
add seqittnce. For exan^de, DNA for a preseqjuenoe or secret^ leader is operably linked to DNA for a 
polypqrtide if it is expressed as a preproteiu that particq)ates hi ^ 

enhancer is operably Imfced to a coding sequence if it affects the transcription of the sequence; or a ribosome 
iMndmg site is operably linked to a codu^gsequKicei^ Generally, 
"operably Imked" means fliat the DNA seqiKnces bemg Ihiked are contiguons« and, in the case of a secretory 
leader, contiguous and in readmg phase. However, enhaiK«rs do not have to be contiguous. Untrtng is 
acconq>lisiied by ligatioa at convenient restriction sites, if sudi sites do not exist, the syn&etic oligonucleotide 
adq>tors or linkers are used in accordazs^e with conventional practice. 

The tenn "antibody " is used hi the Ixoalest sense and specifically covers, for exan?>Ie, smgle anli-PRO 
monodoiffl] antibodies Onchidu^ agonist, antagonist, and iKutralidng antibodies), anti-FRO antibodty 
conqwshions widi pdyepitopic spedfidty, smgle cham anti-FRO si^ibodies, and fragments of anti-FRO 
antibodies (see bdow). The term "monoclonal antibody" as iised hereto refers to an anti^ 
population of substantially homogeneous amibodies, Le., the hKlividual antibodies co«q>rismg the popular 
identical except for possible natarally-occurrhig mutations that may be present m minor anwunts. 

"Stringency" of hybridizatkm reactions is readily detenmnaWe by 0^ 
generally is an en5>hical calculation dependent upoa probe length, washing ten^ierature, and salt concentration. 
In general, ioi^ probes requhe higjber tcnq)eratute8 for proper annealing, while shorter probes xteed lower 
tenq)eratures. Hybridization generally depends on the aWlily of denatured DNA to leanneal when 
con5)lenjentary strands axe present in an environnifflit bdow their mdti^ '^le higher the degree 

of desired homology between &e probe and hyfaridizable sequence, the h?gfaer die rdative tenq)erature which 
canbeused. As a result, it foltows that hi^ relative tenaperatures would tend to 

more stringent, while lower tenq)eratures less so. For additional details and esplanation of strn^gency of 
hybridizatbn reactions, see Ausubel et al., Cunmt Protocols in Molecular Biology. Wley Intersdence 
Publishers, (1995). 

"StriA^t conditfons* or "high stririgency conditions", as defined herein, may be identified by &ose 
that: (1) en^loy low ionic strength and h^gji ten^erature for washn^g, tbr example 0.015 M sodmm 
<*loride/0.0015 M sodmm citrate/0,1% sodmm dodecji snlfete at 50*Q (2) exxsplay duriog hybridization a 
denaturing ^ent, sudi as formamide, &t ewnpls, 50% (vAv) fonnamide with 0.1% bovme serum 
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albumin/O J % Fioom 1 % pofyvii^py^ 

diloride, 75 mM sodium citrate at 42 X; or (3) em^y 50 % fonnamide, 5 x SSC (0.75 M NaQ. 0.075 M 
sodium citrateX 50 mM sodium phosphate ^E6.S), 0A% sodium psrophosphate, 5 xDeohaidfs sohition, 
sonicated sahnon sperm DNA {50 fig/ml), 0. i % SDS, and 10% dextran sul&te at 42**C with washes at 42X 
in 0.2 X SSC (sodium chloride/sodium citrate) ai^l 50% fonnamide at 55*C, followed fey ah^^-stringeiK^ wash 
consisting of 0.1 x SSC containing EDTA at 55**C. 

"Motoately striogoit conditions'' may be identified as described by Samhrook et al., Uolecdar 
goning: A Laboratory Mamial. New York: Cold Spring Harbor Ptess, 1989, and include the use of washii^g 
sohition and hybridization conditions (e.g,, tenq)erature» ionic strength and %SDS) less stringpait that those 
described above. An cxan^le of HKKlerately stringent conditions is overnight incubation at 37°C in a sohition 
con^msing: 20 % formamide. 5 x SSC (150 mM NaQ, 15 mM trisodium citrate), 50 mM sodium phosphate (pH 
7,6), 5 X Denbardt*s «)hition» 10% dextran sulfete, and 20 mgfeil denatured sheared sahnon sperm DNA. 
foDowed by washing die filters in Ix SSC at about 37-50T. The skilled artisan win recognize how to adjust 
die ten^OTture, ionic strengdt, etc. as necessary to accommodatB factors such as probe length and the like. 

term "epitope tagged" ^hea used herehi refers to a chimeric polypeptide conning a PRO 
polypqrtidefusedtoa"tagpolype^\ The tag polypeptide has enough residues to provide an epitope ag^ 
iwiiich an antibo<fy can be made, yet is short enough such that it does not iitf^ 

to ^*toh it is fused. The tag polypeptide preferably also is fidriy unique so dm the anlibocty docs not 
substantially cross-react widi other epitopes. Suitable tag polypeptides gMieraUy have at least six amino acid 
residiM ami usuaDy between about 8 and 50 amino add residues ^f^^ 
add residue). 

As used herdn. the term "hnmunoadhesin" designates antibody-like molecules witich combme die 
bmdiitg spedfidty of a heterologous protein (an "adtesin") wifli the efBsctor fkmctiom of immuno^obulin 
constant domams. Structurally, the immunoadhesins comprise a fusi<m of an amino acid sequence with die 
desired bindii^ spedfid^ whidi is ofl^ dm die antigen recQ^^ 

Ti^rotogOTO"), and an inmiunoglobulinconstam domain sai^^ The adhesin part of an imm^Tnoadhggin 

molecule ^rpicaliy is a contiguous amino acid sequence conqirising at least die biadi^g site of a recq»tor or a 

ygand. The immunoglobulin constant domam sequence in die immunoadl^ 

immunoglobulin, such as Ig(M. IgG-2, ^3, or feCW subQijes. IgA (including IgA-1 aiul IgA-2). IgE, IgD 

orlgM. 

"Active" or "activity" for die purposes herein refers to fbrm(s) of a PRO polypeptide v^luchretam a 
biological and/or an immunological activity of native or naturally-occurripg PRO, whetdn "biological* activity 
refers to a biological function (ddier inhibitory or stimulatory) caused by a native or naturally-occurring PRO 
odier dian die abiHty to hKbice die production of an antibo<fy against an antigenfc 

ornaluraUy-<)CCurrii?gI^O andan *mnmiiK)logical' activity refers to die aWlity to mduce die production of an 
antibody against an antigenic epitope possessed by a native or naturalty-occumng FRO. 

The term "antagonist" is used in die broadest sense, and mdudes any molecule diat pa 
blocks, inhibits, or neutralizes a biological activity o Inashmlar 
manner, die term "agpnist" is used in die broadest sesse and faichides any molecule tiiat munics a biological 
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activity of a native PRO pdypq^ disdosed herein. Suitable agonist or antagonist molecules specifically 
include agonist or antagonist antibodies or antibody fragn^nts, fragments or amino acid sequence variants of 
native PRO polypeptides, pqjtides, antlsense oligonucleotides, small organic molecules, etc. Mediods for 
identifyipg agonists or ant^nists of a PRO polypeptide m^ coc^rise contac^ipg a PRO polypeptide with a 
candidate agonist or antagonist molecule and measuring a detectable chap^ in one or more biological activities 
5 normally associated with the PRO polypeptide. 

"Tre atment * refers to both tlierq)aitxc treatment and pn^hylactic or preventative measures, wherein 
the olgect is to prevent or slow down lessen) die targeted patiMloj^c condit^ Those in need of 

treatment include those already wi^ the disorder as well as diose prone to have the disorder or thc^ in whom 
(te disorder is to beprevented* 
10 "Chrome** administration refos to administration of die dg&at(s) in a omttimunis coode as opposed to 

an acute mode, so as to maintain the initial dier^peutic e£fect (activity) for an extended period of time. 
Q ^^atermittem'administrationistreatniemftatis not consecutively done 
in nature. 

"Kfammal*' for purposes of treatment refers to any animal classified as a mftmtnfli, inrfndtng t nimaTw , 
Ajmestic and form animals, and zoo. sports, or pet aiumals, such as dogs, cats, cattle, horses, sheep, pigs, goats, 
rabbits, etc. Preferably, die Tpan y n fl l is human. 

Administration "in combination with" one or more further (i£xs$»eutic agents simultaneous 
f ^ (concurrent) and consecutive administration m any order. 
Q "Carriers* as used h«ein inchide pharmacmically acceptable carriers, exqpients, or stabilizers \i*ich 

[^20 are nontoxic to the ceQ or mammal bemg expose! thereto at the dosages and OOK^^ Often 
p the physiologically acc^rtaWe carrier is an aqueous pH buffSered solution. ]acanq)lcs of pthysiologicaUy 
K accq?table carriers iaJude hiffers s^ch as phosphate, citrate, and other organic adds; antioirirfflntg molnriing 
ascorbic acid; low molecular weight (less dian about 1 0 residues) polypeptide; proteins . sudi as serum albumm. 
gelatin, or imnmno^obulnis ; hydrqphiHc polymers sudi as polyviny IpyrrolidoiK; ammo adds such as glydi^ 
25 ghitamine, asparagine, arginine or lysine; monosaccharides, disaocharides, and other carbohydrates inchidmg 
ghicose, mannose, or dextrins ; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; salt- 
forming counterions such as sodium; and/ornonionic surfactants such as TWEEN", polyethylene glycol (PEC^, 
andPLURONICS™. 

"Antibody firagmwUs" con^rise a portion of an intact antibody, preferably die antigen binding or 
variable region of ihe intact antibody. Exan^es of antibody firs^ments include Fab, Fab', F(ab*)2, and Fv 
fragments; diabodies; linear antibodies (Zapata, et al., Pmtem l^ti^ r. 8(10): 1057-1062 [1995]); sin^enchain 
antibody molecules; and muitispeci& antibodies fom^ fiom antibody fragments. 

Papain digestion of antibodies produces two identical antigei>4>inding firagments, called "Fab" 
fragments, each widi a smgje ant^gen-bindmg site, and a reskhial Tc" fragment, a destgnadon reflecting d» 
35 ability to crj^tallize readily. Ptepsintreatmemyidds an F(ab')2fr^gnKm that Itts two antigen 
and is still capable of cross-linking anriggn 

Tv" is the minimum antibodjy fragment which contains a ixnaplet& andgen-reoognition and -binding 
site. This region consists of a diuKr of one heavy- and one UghtH^^ 
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assodatiozx. itisi&thisconfigaradonthatthetfaieeCDRsofeac^v 

binding site on the surface of the Vh-Vl dimer. Collectively, fee six CDRs confer antigcai-binding specificiiy to 
theantibody. However, even a single variable domain (or half of an Fvcxmq)rid^ 
for an antigen) has the ability to recognize and bind anligau alfe^ 
site* 

Hie fragnzeot also contains the constant domain of fee lig^ chain and the first constant Hnmflin 
(CHI) of fee heavy Cham. Fab ftagnients differ ftom Fab' fiagmeots by the additi^ 
caibojgr tennimis of the heavy chain CHI domam mcludihg om or more cystemes from fee antibody hinge 
region. Fab'-SH is the designation herwn for Fab' hi width the cystehffi residne(s) of the cttnstnnt Hn mamg 
a ftce thiol group. F(ab%antibody fragments origmaBy were produced as pa^ 
Innge cystemes between feem. Other dieniical couplings of antibo<fy fragments axe ^ 

The •Iight<±ains" of antibodies pmmnnoglobulms) from a^ 
of two clearly distinct types^ caDed fcqipa and lambda, based on the andno md sequences of (heir constant 
domains. 

I>q)03ding on the ammo acid sequence of die constant domain of feeu: heavy chams» inummoglobulins 
can be assigned to different classes. TherearefivemigordassesofinnnunogtobuIms:IgA,]^,^^ 
IgM. and several of these may be further divided mto subclasses (isoQ^jes), e,g. , IjgGl. Ig(S JgCS, IgC54, feA, 
and^A2. 

"Singje-chain Fv" or "sFv' antibody fragments conq^rise fee Vg and domams of antibody, \rfjeieitt 
these domams are present in a shiglepolypeiHide Cham. Preferably, the FV polype^rtide tetter conqiri^ 
polypeptide linker between die Vg and domains which enables fee sPv to form the desired strucmre for 
and^ bmduig. For areview of sFv, see Huckfeunm The Phannaoology of Monoclo nal Antilwfii^ vol. 1 13, 
Rosenburg and Moore eds., Sprmger-Veriag. New Ytnk, pp. 269-315 (i»4). 

The term "diabodies* refexs to small antibody fragments wfe two antigen-binding sites, which 
fragments comprise a heavynihain variable donmin (Vh) comffi^ 

same polyp^de Cham (Vh-Vl). By usfog a Imker feat is too short to allow pairipg b^ween fee two doman^ 
on the same chain, the donmns are forced to pair wife fee compl^^ 

two antigenrbmdh^g sites. Diabodies are described more fully in, for exan^le. EP 404,097; WO 93/11161; and 
HoUinger el al., Proc, Natl. Acad. ScL USA. 90:6444-6448 (1^), 

An "isolated" antibody is one v4udi has been idaitified and separated and/or recovered fixun a 
con^ncnt of its natural enviromnent Ctonfmrmnant conyonents of its naimal envimnm^it are msifpriaig xuh^oh 
would interfere wife diagnostic or therapeutic uses for fee antibody, aiKi may iiKjlude enzymes, hormones, and 
othCT proteinaceous or noiqwToteinaceous solutes. In preferred cnabodmiems, the antibody win be purified (1) 
to greater fean 95% by weight of antibody as determined by the Lo wry mefeod, and most preferably more fean 
99 % by weight, (2) to a degree sufiScient to obtahi at least 15 residues of N-termmal or internal amuK> add 
sequeiKe by use of a spuming cap sequenaior, or (3) to homoga^ by SDS-PAGE mnter reducn« or 
nonredudngcoiKHtionsushigQxmiassie blue or, preferably, silv Isolated antibocfyhichides the antibody 

m situ withm recombinant cells smce at least one con^wnem of fee an^ 
present. Qrdinarfly, however, isolated antibodly wiU be prq)ared by at 1^^ 
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The word "label* when used herda refers to a (toectable coiqpomid or compQsitiQn whirh « rrv^j ^TgatP^ 
direcdyoriiidirecdytotheantibocfysoastogOT^ 11^^ 1^5^ may be detectable by Itself 

(e.g. radioisotope labels or fluorescent labels) or» in the case of an enzymatic. label, may catalyze chanical 
altmtion of a substrate conqK)uxKi or ccm^ositiQa which is detectable* 

By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 
5 adhere. Exan^>les of solid phases eoconqjassedheremindudeftos^ 

icontrolied pore glass), polysaccharides (e.g., agarose), pdyaciylanrides, polystyrene, polyvinyl aksotol and 
silicones. In cenahi«nbodiments,dq)eiding on the context, flie solid 

plate; in o&crs it is a purification colunm(e.g.. an afBniiycfarw Tliis term also includes 

a discontinuous solid phase of discr^ particles, such as those described in U,S. Patent No. 4,275,149, 

A "lQ)0SQme" is a smaQ vesicle con^josed of various types of li^ds, pihospiholqjids and/or surfactant 
vfinck is useful for ddiveiy of a dr^g (such as a PRO p<dypepti<fe or antibody tfiereto) to a mammal. Tbe 
conqwMils of the Hposome are conraKmly an:ai^^ in a bil^ fo^^ 
biological membranes. 

A "small molecule* is defined herein to have a molecular weight bdow about 500 Dahons, 
As used herein, "vascular ^thdial cell growfli factor-E/ or "VEGP^R* refera tn a mftmnmitim 
growth factor as described herein, xncludmg the human amino aci^ 

has homology to VEGF and bone morphogenetic protein 1 and whidh includes co^^)l^ conservatioai of aU 
YEGF QTstehie residues, yftich have beox shown to be required for btologjcal acttvi^ of VEGF, VEGF-E 
e^pession inchides expression in human frtal bone, fliymus, aM the gastrointestinal tract. The bidogical 
activity of native VEGF^E is shared by any analogue or variant thereof ttial is c^le of promotiug selective 
growfli and/ or survival of mnMlical vein endotl^lial cells , imiuces proliferation of phirqx)ient fibroblast cells, 
induciBs immediate earty gene c^fios in human miotic cdl linra ami causes nqrocyte hypertrophcy in cardiac 
cells, or ^ch possesses an ramnme q>itope that is immunologically cross-reactive with an antibody raised 
agauist at least one epitope of the correspondfflg native VEGF-E. The human VEGF-E herein is active on rat 
and mouse cells indicating conservation across species. Moreover, VEGF-E herdn is caressed at flie 
growth plate region and has been shown to enibrace fetal myocytes. 

Asusedherem, "vascular aidotiielial ceU growth factOT. " or "VEGF," refm tn a tnammniiim grf»n^ 
fector as defiiwdmU.S. Patent 5,332,«71. Thebiologicalactivityofnative VEGF is shared by any analogue 
or variant tiiereof that is capable of loicanoting selective growth of vascular «irtntiiellal cells but not of bovine 
corneal «3doiheIial cells, lens epiflidial cells, adrenal cortex cdls, BHK-21 fibroblasts, or fceratinocytes, or (hat 
possesses an immune qjitope tisat is imnmnotogicany cross-reactive wifli an antib^ 
epitope of the corresponding native VEGF. 

The terms '^^F-Epolypq>tide" and "VEGF-E" \»*mu8edhereinencoii^^ 
Epolypeptide and \nEGF-E polypeptide variaittsO^^ The VEGF-E polypeptides 

may be isolated from a varieQ^ of sources, su<* as fifom human tissue ^p^ 
by recombinant or synthetic m^hods. 

inhibitors of VEGF-E indude fliose v/hkh reduce or inhibit the activity or expression of VEGF-E and 
includes amisense molecules. 
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Tlsabbreviadon'Ta^R'ieferstothekm^ VEGF-Ehasno 
haxmlogy VEGF in this domain. 

The abbreviation TLT-1" refers to die FMS4ike QrrosiDe kinase bicding domain whidi is known to 
bind to the corresponding FLT-1 recqrtor* VEGF-E has no honK)logy with VEGF hi this domain. 

'•Tollrecq)toi2", *TLR2* and "huTLR2" are used mterchangeably, andrefertoahnman Toll receptor 
designated as *euTLR2" by Rock ef oZ., Ptdc. Nati. Acad. Sci. USA 95. 588-593 (1998)* 

The term "Iq^jpolysaccharicte" or *LPS' is nsed herein as a synonym of "endotoxht* 
IJ|)opolysaccfaarides (LFS) are dbaracteristic components of tibe outer membrane of Gramrnegative bacteria, e.g. , 
EscheriddacoU, They omsist of a polysaccharide part and a £at called 1^ A. The polysaccharide, ^which 
varies firom one bacterial q)8cie$ to anotiier, is ma(k 19 of the O-q^ectfic chain (built foimrepeatii]^ 
tiiree to sugars) and die two^;>art core. A virtuaUy always ixichides two g^ucosamiiie sugars modified 
by ph osphate and a variable number of fatty acids. F6r fordier information see, for example, Rietschel atxl 
Brade, Scfentifk> AwfiriMn Anpiigt 1992. 54-6L 

The term ''septic shock* is ii5!fid henrfn hi thft hma<fftgt spnsft, mrliiHTng <1ftftntHnm jgrJA^p^ fn P^nf^^ 
Ann. lotemMed. 114, 332-333 (199n. SpecificaUy,8q>tic shock starts with a systemic response to infection, 
a syndrome called sqisis. When diissyndronie results in hypotemion and organ dysfuic^ 
shock. Sqvtic shock may be initiated by gram-positive organisms and fungi, as well as endotoxm-containhig 
Gram-negative organisms. Accordmgjy, the presmt definition is ix>t Innited to *endotox^ 

The phrases *'gene ampjificatjon" and *gene di^lication" are used hst^chaogeably and refer to a 
process by which muldple copies of a gene or goie fragment are formed in a pardcuiar cell or cell line. The 
duplicated region (a stre^ of an^lifiedDNA) is often referred to as *'anq>licon*. Usually, the amotmt of die 
messenger RNA(mRNA)prodtK:ed,i.e., die level of gene expressk>n, also increases in die proportion of dse 
numb^ of copies made of the pardcuiar gene ejqtressed. 

'^IWor* , as used herehi, refers to all i^qplasdc ceU growdi and proliferation, whedier tnnHgn^t or 
benign, and an pre-canoerous and cancerous cells and tissues. The tenm •cancer" and "cancerous' refer to or 
describe die pbysiologk^al OHKlidon in mammals that is typkally characterized by unregulated cdl giowdL 
Exan^les of cancer iodude but are not limited to, carcinoma, lyn^jhoma, faiastoma, sarcoma, and i«tVMpifl 
More particular exan^les of such cancers include breast cancer, prostate cancer, colon cancer, sqimmous cell 
cancer, small-cell lupg cancer, non-small cell hirig cancer, gastrointesdnal cancer, pancreadc cancer, 
gihoblastoma, cervical cancer, ovarian cancer, livor cancer, bladder cancer, h^mtoma, colorectal cancer, 
endometrial carcinoma, salivaty gland carcmoma, kidney cancer, vulval cancer, thyroid cancer, liq>atic 
carcinoma and various Qpes of head and neck cancer. 

The tmi *'cytotoxic ^ent" as used herein refers to a substance that inhibits or prevents the function 
of cells and/or causes destrucdon of cells. The torn is mtended to mchide radioactive isoti^ (e.g. 1131, 1125, 
Y90 and Rel86}, diemodier£q>aitic agents, and toxms suchas enzymatically active toxins of bacterial, fimgal, 
plant or anhnal origin, or firagmei^ ttoeof . 

A "cfaemotherapeutic agent" is a chemical conqxnmd useful in the treatment of cancer. Exan^Ies of 
chemodier^[»eutu; agents include adrianQrcm, doxorubicin, q>irubicin, S-fioorouradl, cytostne arabinoside Ara- 
C*), cydopbosphamiife, diiotq^a, busulfen, cytoxhi, taxoids, e.g. paditaxel CTaxol, Bristol-Myers Squibb 
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Oncology, Princeton, NJ), ami doxecaxd (Taxotere«, Rhone-Poulenc Rorer, Antony, FnoK^), toxotere, 
mediotrex&XB. cisplatin, mclphalani, vinblastine, bleomycin, etoposkie, ifosfiunide, mitomycin C, mitoxantnme, 
vin^stine, vioorelbine, carboplatin. teaqx>side, daunomycin, carminong^dn, aminopterin, dactinomycin, 
mitomycins, esperamicins (see U.S. Pat> No. 4,675,187)^ mclpMan and other related niliogca mustards. Also 
Included in ^ definition are hormonal agents diat act to regulate or inhibit hormone action on tumors such as 
tamoxifen and onapristone. 

A "growth inhibitory agent* y/bsa used herein lefra to a conqxnmd or con^sition which inhibtts 
growdiof acdl, espedallycazK^ef cell overe:q»:essipg any of die genes identified herein, either in vitro or in 
vivo. Huis, the growth inhibitory agent is one which signifiamtly reduces die percentage of cdls 
overejq)ress2i%suchgex^ inSpthase. £9am[q)Iesofgrowthmhibitory agents indndeagexitsftatblc^^ 
progression (at a place other than S phase), such as agents diat induce Gl arrest and M OniMtrfli 
M-^)hase blodsm indude the vincas (vincristine and vinblastii^), taxoi, and topo n inhibitors such as 
doxorubicin, qpirubicm, dannorubidn, etoposide, and bleomycin. Hiose agents that arrest Gl also spiU over 
^ into Sybase arrest, for exait^iJe, DNA alkylating agents sv^ as tamoxifen, prednisone, dacaibazine, 
n:iechlorediamine, cisplatin, mi^iu>trexate, 5-fiu(^^ RirifaeriiifoimatiancanbefbundinThe 
^15 Molecular Basis of Cancer, Mendelsohn and Israel, eds>, C3i^rtcr 1, entitled "Cell cycle regulation, oncogeDS, 
J and antineoplastic drugs T)y Murakami al, (WB Saunders: Philadelphia, 1993), espedaUy p. 13. 
"Doxorubidn" is an athrac^line antibiotic* 
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Ibe term "cytokine" is a generic tenn for proteins released by one ceU population ^ 
p cell as interceliular mediators. Exanq>les of sucb cytokines arc lynqiibokiQes, monokiites, and traditional 
r^20 polypqnidebonnones. TncTuded among tte cytokines are growth hormone such as homan growfli himnone, N- 
p methionyl human growth hormone, ai^ bovine growth hormone; {parathyroid honnooe; di3rroxine; insulin; 
proiasulhi; relaxin; prorelaxln; and the like. As used herein, the term qytoldneirtcludes proteins fiiomnatursd 
somx:^ or fiom recombinant cell culture and biologKally active equivalents of &e native seqc^nce cytoldnes. 
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/* 

* C-C increased firom 22 to 15 

* Z is average of EQ 



* Bis average of ND 

* maich wijOi stop is J4; stop^ s 0; J (joker) match ^ 0 
♦/ 

#defuie _M -8 /* value of a match with a stop */ 



/♦ a" 

/*A*/ 

/*B»/ 

/*C*/ 

/*D*/ 

/•£♦/ 

/♦F*/ 

/♦G*/ 

/♦H*/ 

/*!♦/ 

J*JV 

J*KV 

/♦M*/ 
/•NV 

/*o*/ 

/*Q*/ 

/*T*/ 

/♦V*/ 
/•W*/ 
/•X*/ 
/*Y*/ 
f*ZV 
}: 



.dayCzeBzq = { 

BCDEFGHIJKLMNOPQRSTUVWXYZV 
{ 2, 0,-2, 0. 0,-4. 1,-1.-1. 0,.l,-2rU 0._M. 1. 0.-2. 1. 1, 0. 0,-6. 0.-3. 0}, 
{ 0, 3.-4, 3, 2.-5. 0, l,.2. 0, 0,-3,-2, 2._M,-1. 1. 0. 0. 0, 0.-2.-5. 0.-3, 1}, 
{-2,-4.15.-5.-5.-4.-3.-3,-2, 0,-5.-6.-5.-4._M.-3.-5,^, 0.-2. 0,-2.^, 0. 0,-5}. 
{ 0, 3,-5, 4. 3.-«. 1, 1.-2. 0. 0.-4.-3. 2.J^.-1. 2.-1. 0, 0. 0.-2.-7, 0,-4, 2}, 
{ 0, 2,-5, 3. 4.-5. 0, 1.-2. 0. 0.-3.-2. 1, M,-l. 2.-1, 0. 0. 0.-2,-7, 0.-4, 3). 
{-4,-5.^.-6.-5. 9.-5.-2, 1, 0.-5, 2. 0.-4._M.-5.-5.-4.-3.-3. 0.-l. 0. 0. 7.-5}. 
{ 1. 0,-3. 1. 0.-5, 5,-2.-3. 0.-2,-4,-3. 0,_M.-l,.l.-3, 1, 0. 0.-1.-7, 0.-5, 0}. 
{-1. 1.-3. 1. 1,-2.-2. 6.-2. 0, 0.-2.-2. 2. M. 0. 3, 2,-1.-1, 0.-2.-3. 0, 0, 2}, 
{-1.-2.-2,-2,-2. 1.-3,-2. 5. 0,-2, 2, 2.-2, M,-2,.2,-2.-l. 0, 0, 4.-5, 0.-1.-2}. 
{ 0. 0. 0. 0. 0, 0. 0, 0, 0. 0. 0. 0. 0. 0, M, 0, 0, 0. 0. 0. 0. 0. 0, 0, 0, 0}, 
{-1. 0.-5. 0. 0.-5.-2. 0,-2. 0. 5,-3, 0. 1, M,-!. 1, 3, 0, 0, 0,-2,-3, 0.^. 0}. 
{-2,-3,-6,-4.-3. 2,^.-2, 2. 0.-3, 6. 4.-3, M,-3,-2.-3.-3.-l, 0, 2.-2, 0.-1.-2}. 
{-1,-2,-5.-3.-2. 0..3.-2, 2. 0. 0. 4, 6,-2._M,-2.-l. 0.-2.-1. 0, 2,-4, 0,-2.-1}. 
{ 0. 2.^, 2. 1,-4, 0, 2.-2, 0. 1.-3.-2, 2._M.-1, 1, 0. 1, 0, 0,-2.-4. 0,-2. 1}. 

{_M._M,_M,_M,_M,_M._!^_M,JM.^M._M,_Nf.Jf,^M.O. M,_M. M,_M. M. M. M._M._M, M. M}. 

{ 1.-1.-3,-1.-1.-5,-1, 0,-2, 0,-l.-3,-2.-l..M. 6. 0. 0. 1. 0. 0,-1.-6. 0.-570}. 

{ 0, 1.-5, 2. 2,-5,-1. 3.-2, 0. 1.-2,-1, l._M. 0. 4. 1,-1,-1. 0,-2.-5. 0.-4. 3}. 

{-2. 0.-4.-1.-1.-4.-3, 2.-2, 0, 3,-3, 0. 0._M, 0. 1, 6. 0.-1. 0.-2, 2, 0.-4. 0}. 

{ 1. 0. 0. 0. 0.-3, 1,-1.-1, 0. 0.-3.-2. 1. M. l.-l, 0, 2. 1, 0.-1.-2, 0.-3, 0), 

{ 1. 0,-2, 0, 0,-3. 0,-1. 0. 0. 0.-1,-1, 0. M. 0,-1,-1. 1, 3, 0. 0.-5, 0,-3. 0}. 

{ 0. 0. 0, 0, 0, 0. 0. 0. 0, 0. 0, 0, 0. 0,_M. 0. 0. 0, 0, 0. 0, 0. 0. 0. 0, 0}, 

{ 0.-2.-2.-2.-2,-1.-1.-2, 4, 0.-2. 2. 2.-2, M,-1..2,-2,-l. 0. 0. 4,-6, 0,-2,-2}, 

{-6.-5,-8.-7,-7. 0.-7.-3,-5, 0.-3,-2.-4,-4. M.-6.-5. 2.-2,-5, 0,-6.17, 0. 0,^. 

{ 0. 0. 0, 0. 0. 0, 0, 0, 0, 0. 0, 0. 0, 0. M. 0, 0, 0. 0, 0. 0. 0. 0. 0. 0. 0}. 

{-3.-3, 0.-4,^. 7.-5. 0.-l. 0,^.-1.-2.-2. M.-5.wt,-4,.3..3. 0,-2, 0. 0,10.^}, 

{ 0, 1.-5. 2, 3.-5. 0, 2,-2. 0. 0.-2.-1. l._M, 0. 3. 0, 0. 0, 0.-2.-6. 0,-4, 4} 
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AfnRno KjrAVTXiTD 
wQSmSd SaAJUSar 


10 


ffdeune MAXuAP 


24 


^define IMPS 


1024 


i^define MX 


4 


tfd^iie DMAT 


3 


DMIS 


0 


^define Dirao 


8 


^deOse DINSI 


I 


Aiefiiie PINSO 


S 


l^d^fane FINSi 


4 


stroct jnq> { 





/"^ max junqys in a diag */ 

/*<k>nHoondiB2e to penalize gaps larger than tiiis */ 

max jmps in an path ^/ 
/* save if tbeit*s at lea^ MX-1 bases stoce last jnq) 

value of matcfaiog bases */ 
/♦penalty for niisnrmtftol bases ♦/ 
/♦penalty for a CT*/ 

penalty per base*/ 
/♦ penalty for a gap ♦/ 
/* penalty per re^due */ 



>; 



short 

unfilled short 



^nicftdiag{ 



}; 



o^fAXJMF]; 
x[KCAX7MF]; 



score; 



short 
struct jmp 



jp: 



/* size of jn^ (neg for ddy) *l 
/* base no. of jmp in seq x ♦/ 
/♦ limits seq to 2*16-1*/ 



/♦score at last jnq>*/ 
/♦ ofito of prev block ♦/ 
/* cucmtt jmp iiidex ♦/ 
/» list ofjn^*/ 



struct paih{ 








int 


spc; 


/♦ mmober of leading spaces */ 




short 


niJMPS]; 


/♦ size of Jnq;> (gap) ♦/ 


>; 


int 




/♦ k>c of pap (last elem before gEq>> V 


char 




•oSe; 


i* ouqpitf fUe name */ 


char 




*namex|2]; 


/♦ seq oames: getseqsQ ♦/ 


dbar 




•pipg; 


/* pTQg name for err msgs */ 


char 




•seqxPl; 


/♦ seqs: getseqsQ */ 


iut 




dmax; 


/♦best diag: nwQ*/ 


int 




dmaxO; 


/♦final diag*/ 


ini 




dna; 


/*sciifdna:mainO*/ 


Iut 




en^aps; 


/* set if penaliziqg end gaps */ 


int 




gapx, g^jy; 


/* total in se(|s */ 


int 




leoO, 


/* seq lens •/ 


int 






/♦total size of gaps*/ 


lot 




smax; 


/* max score: nwQ *^ 


int 




*xbai; 


/♦ bitmap for,matcld&g ♦/ 


Ions 




offset; 


/♦ current offeet in jmp file ♦/ 


stmct 


diag 


♦dx; 


/* holds Alagrmsi\ii ♦/ 


struct 


path 




/♦holds path for seqs*/ 


char 




♦callocO, ♦mallocO, •indexQ. *strqjyO; 


diar 




♦getseqO* ♦g.caflocO; 



^ 1 of nwJi 
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Table Kcontn 

/* Needlcmaii-Wuascii al f ^i i n i ei i t pm ^j im n 



* wlKrefilel and fUe2 are two dm or two pnttem sequences. 

5 * The seqnf no cs caa be in upper- or lower-^ase an may OQntain amblgoi^ 

* Axylinesb^^imiqg with *;*.*>' or '<* are ignored 

* MaxfiIeIeQgthis6S535(lnnitedi3yuittigDed^mxkthejn9st^ 

* A sequence with 1/3 or n»>re of its dements ACGTU is assuzned to be Dh^ 

* Ootpuiisiaiiielile"8l|gn.out" 

10 ♦ 

* llie progiw may create a tn^ file in Amp to hoM info about tiacd^ 

* Original vml(m developed unkr BSD 4.3 on a vax 8650 
•/ 

ffmdi^ "nw.h' 
IS ^Sbidude *day.h" 

static jdbva]I26] « { 
p T,14A13AOA11.0Aim3,15.0AO^,6A8,7A0.10,0 

static j)bvaip6I = { 

1. 2|(1< <CDVA'))I(1< <('N'-'A')), 4, 8, 16. 32. 64, 
128,256.0xFFFFFFF, 1<<10, 1<<11. 1<<12. 1<<13, 1<<14, 
. 1<<15, I<<16. 1<<17, 1<<1S, l<<19. 1<<20. 1<<21. 1<<22. 

.^23 l<<23, 1<<24. l<<25|(l<<CE*-'A'))j(l«CQVA')) 



}; 

main(ac. av) m^in 
int ac; 
diar *avD; 



030 

h { 

In prog « avp]; 

O ^(1^ 3) { 

U flprintf(scderr,*usaee: %s fflcl file2Vn'. prog); 

3^ Q^>ntf(stderr/wfaeieffelaDdfi!e2aretwodnaortwoi»^^ 
^printf(stden',**Tlie sequttK^s can be in iqjpCT 
Qnintf($tderr/Aoy Ussss beigizmipg with *;* or *< ' are igDored\n*); 
ipiint£[stderT/Oi^ is in the file \*aligiLcmt\*\n'^: 

40 , °*>^ - 

samexlP] ^ av[XI; 
namex{I] - av[21; 
seqxgj] *° getseq(namex(Q]. 
seqx[l} s getseq(namex{l], &2eal): 
45 xbm = (dna)? jdbval : .pbval; 



= 0; /* 1 to penalize endlgaqps*/ 

ofDle « "aHgn,out*; /* ontpot file »/ 

50 nwO; /* fill inthc matrix, get tte possible jmps*/ 

readj^npsO; /* gtt the actual jmpsV 
printO; /* print stats, alignment */ 



55 } 



Gkmsp(Sf); /* uniink axiy tmp files V 



Bage 1 of nwx 
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Table Ucontn 



/* do the dUgoment, retom best score: maiziO 

* dna: values in Fitdi and Smith, PNAS. 80, 138M386. 1983 
*{rro:PAM 250 values 

^ When scores aie equal, w pieto mlsmaidies to any g^i pi^ 

* a new gap to extendiqg an OQgpiqg gap, ax^ prefer a gap is seqx 
^toag£q[>inseqy. 

♦/ 



dx = (struct dlag ♦)g_caIlocCto get diags', lerf)+lenl+ U siieaHstruct diag)); 

ffiWy = Oat ♦)g[caaocrio get mfcly". Icnl+U fiiieaf(lnt)); 
deiy « Out ♦)gLcalIoc("togstdely% lenl+1, storfiffnt)); 
coK) = Ont ♦)gjcaIloc("to get coK)". lenl +1, sbeofOnt)); 
coll - Out 'OgjcallocCto get cdl". lenl +1, slzeofOnt)); 
issO - (dna)? DINSO ; VmSO; 
ittsl » (dna)? DINSl : PINSI; 

sxnax ^ -10000; 
ir(eadgaps}{ 

ffH'(colOIP] - ddylO] = -tasO, yy = 1; yy <» lcal;yy++) { 
coIOIyy] = iklylyyj » coIO&y-lJ - iml; 
nddyiyy] «= yy: 



nwQ 



cfaar 

int 

fnt 

Int 

int 

int 



*px, ♦py; /• seqs and ptrs ♦/ 

*nddy,*ddy; /• fcccp track of ddy*/ 

nddjudeix: /* keq^ track of ddx*/ 
*tn5>; , /♦ for swq^iqg rowO, rowl */ 

nris; /♦score for each type*/ 

insO, hel; /* insertion peaaities •/ 

id; /* diagonal intex */ 

ij; /*jnq) index*/ 

•colO, ♦coll; /♦ score for curr, last row ♦/ 

XX. yy; /♦ index into seqs */ 



register 
register 
register 
register 



> 

coiO[09 -0; 



/♦ Watennan Boll Matii Biol 84 ♦/ 



} 



f«(yy l;yy <« Ienl;yy++) 
ddy^] « -insO; 



/* fill in roatch matrix 
♦/ 



for (px « se^QI, xx 1; xx < - leoO; px++» xx++) { 



/♦ initialize first entzy in c(rf 



lf(endgaps){ 

if<xx=« 1) 



colip] » ddx = -CbsO-f-insl); 



else 



collIP] ddx » omm - tosl; 



ndelx xx; 



oollKg B Oi 
ddx n *tnsO; 
ndelx = 0; 
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Table Ifcont*) 



for = scqxil], yy = 1; yy < = lenl; py++. yy+ +) { 
mis - coIO[yy-ll; 
if(<taa) 

^ nus + « (xhin[*l)x-*Al&3danI*py-' A'])? DMAT : DMK; 

else 

mis +« .dayI»px.'Al[*py-*A1; 

/*»Q)datc penally del in xse^ 
10 ^ 0ivor oew dd over oogoqg del 

* ignore MAXGAP if weigjiting ei4g3^ 
♦/ 

if (eo^g^ 1 1 ndelylyyj < MAXGAP) { 
if(c6!0^1.ins0>=ddy&y]){ 
1^ <Wy|yyl « colOIyyl - fmsO+insl); 

nddylyy] • 1; 

}dse{ 

Q delylyyl-«iiKl; 
^^^n ndelylyy]+-|-; 

}ebe{ 

if MOiyy] - (insO+insl) > » ddylyyl) { 
^ylyyl « colOIyyl - OnsO+msl); 
ry ndelyfyy] = 1: 

^25 jelse 
in iKieryIyy]++; 

/* iq^date penally fttfdd In yseq; 
W 30 • ftvw new dd Ofver opgoog 

M */ 

y1 if(cncteaps II nddx< MAXGAP) { 

p if(colllyy-l]-iffi!0>«delx){ 

<^ = ooillyy-1] - OnsO+lnsI); 
' 35 nddx-l; 

}else{ 

*» insi; 
iKSdx++; 

40 }else { ^ 

if (coll|yy-l] - OnsO+lnsl) >- delx) { 
delx = coll(yy-I] - QnsO+insl); 
ndeix s 1; 

ndelx++; 
} 

/* pick the imndiBuin score; we're fevorii^ 

« mis over any dd and ddx over 
3(1 •/ 



45 



55 
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15 



id = xx-yy + lciil-l;* 
If (mis >«de]x&&mi8 >» ddy[yyP 
ooll£^] «» mis; 

5 else if (debt >=delyby]){ 

cxrfljyy] « ddx; 
ij=dxpd[lJjiD(p; 

ir(<kridljp.n[0] && (!dm 1 1 (ndelx >» KfAXJMP 
. ^ XX > dxBfl.jpjcOfl+MJO 1 1 mis > dxpdJ.scofc+DINSO)) { 

tf(++ij >«^MAXJMF){ 

y to <lx[id].3nq> •> 0; 
dxpdj.of&et = offeet; 

ofifeet += siieafOstaict jnq>) + sizeof(of&eO; 

} 

^20 dxIidI.8Core-ddx; 

^ } 

SI €fee{ 

^ orfliyy] « ddylyyl; 

?|j g « dxpd] ajnq); 

^^^25 lf(dxDdJ4p.DlOJ&&Cdna|I(ndelyIyy]>=MAXIMP 

&& XX > dxpdJ.jp.xpjl+MX) 1 1 mis > dxTMO-score+DINSO)) { 

i lf(++y >«MAXJMP){ 

writgmpsOd); 

?'-%^^ ij - dxOd|.iinq» « 0; 

^ dx[WJ.ofiBstt « ofejet; 

effect + = sizeo((stnKt Jn^) + sizeof(ofirsec); 

'^j } 
M } 

<JxM.jp.xBil - xx; 
4xpdl.8ccwe = delylyy]; 

if(xx««tei)&&yy <lcnl){ 
40 /♦lastcol 

•/ 

IfCcn^gaps) 

coll&y] — insO+insl»(Ienl-yy); 
if(co!l|yyl>aDax){ 

smax^ooil^l; 

dmax ^ id; 

} 

^ } 

50 if (endg^&&xx < lenO) 

cdllyy-ll insO+insl *Oeii>-xx); 
if (colllyy-l] > smax) { 

smax « coIl(yy-lJ; 
dmax « id; 

55 J 

tsap = cdO; coIO = cdl; coll = tnq); 

(v<ad) fipec((diar ♦)iidely); 
(vrfd) free((diar ♦)ddy); 
W (vdd)free((diar*)colO^ 
(void) fiee((char ♦)coll); 

^ Page 4 of nwx 
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Table 1 (conf) 

* priotO - only louttne visibte <nxtsi^ this 

m 

5 * static: 

* gecmatO - trace back best path, ccmnt notches: 

* pr_aligi0 - piiiit allgamers of described In an^ pQ: pri^ 

* dun^blodcQ — daaxp a blodc of lines with numbers, stars: praUgnQ 
*ntinisO-putontacmnber]ine:dimq)blockO ~ 

10 *putliQeO-put(na8lme(oame,[nam], seq, [nQml):dan^lodiO 

* starsO - -put a line of stars: duxz^lodcO 

* stripnameO ~ strip any path and prefix firom a seqname 
♦/ 

IS i^Sndude 'owJi" 

#d^SPC 3 
p J^define P^IiNB 256 /* maxinnim (w^utline */ 

#d^xteP__SPC 3 space between name or mnn and seq*/ 

extern _dayI261I26]; 
^ tat den; /♦set output Uneleogth*/ 

tS HLB *&; /♦outpotfile*/ 

ru 

^25 piiiao print 

in { 

g Int ix, ly, fiislgap, lasts^; /*QyvslapV 

^ if ((ft = fopen(ofile, "W)) 0) { 

f ; 30 4ffintf(stderr/ %s: can't write %s\n". piog. ofile); 

cleaniq>(l); 

} 

^rintfi[ft, "<&st sequence: %s Oength » %d)\n''» naniex[0]. lecO); 
^ ^twtSfK, " <8econd sequence: %s Oei^ «= %d)\n", namcx(ll, lenl); 

35 CH&l e 6(H 

ly «!enl; 

firs^ « las^gs^ - 0; 

lf(dmax < lenl - 1){ /* leadipg in x */ 
40 l^[0].spc « firstgap " lenl - dmax - 1; 

} 

dseif{dmax>Ienl-l){ A* leading gap in y */ 
pp[l],^ = firs^ = dmax - (lenl - 1); 
45 lx-«R)(l].spc; 
} 

if(dmaxD < lenO-l){ /* trailing g^ in x ♦/ 
Sas^ ^ letiO-dmax0-l; 
Ix— las^; 

50 } 

clseif(dmaxO > leii) * 1) {/♦ trailing gap in y 
lastgap = dmaxO - QaO - 1); 
Iy-«las|gap; 

DO getmat(lx, ly, firstg^, lastgap); 

prjalipO; 



- jji 
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Table Utonn 

/• 

* trace bac^ die best path, amnt matches 
♦/ 

static 

getmat(lx» ly, firstgap, hstg^) 

lot Ix, ly; f* "core* (ndnQS eodgs^) */ 

int firstgap, la^gap; le^ihig tiailiag ovexiap ^/ 



lot mn, K), il, sizO, sizl; 

char outx[32]; 

dmible pet; 

register tO. nl; 

re^ster dmr *pO, *pl; 

get total matches, score 
♦/ 

K) = i! « rfzO - sizl « 0; 
pO » sapsCT + pp[ll^ 
pi • seqxil] + pplOJ,^ 
nO = pp[l]-spc + 1: 
al = ppIOI.£pc + 1; 

niiOe(*pO&&*pU{ 
ir(s£zp){ 

pi++; 
nl++; 

} 

else if (ml) { 
pO++; 



} 

else{ 



sizl—; 



If (xlHn[«l)0-'A'J&3*m[*pl-'AT) 

nm++; 
if (nD++ ==ppI01.xriOD 

^ =ppIp].n[K)++]; 
if(nl++ «=i^[i]jt[iiD 

dzl «ro[l].ii[il++]; 

pO++; 
pi++; 



} 



pet homology: 

* if peoalMtilg eodgaps, base is the stoter seq 

* ei^ liitock off ovoitatigs and take sto^ 
*/ 

if (endgaps) 

Ix « GeoO < leal)? lenO : l«il; 

dat 

Ix = Ox < ly)? ix : ly: 
pet « 100.*(double)nm/(doable)lx; 
§wintf[&, "Nn"); 

4>ni]tf(^ ''<%diDatch%sinaaoveri29of %d: %^f percent sfo^Iai^Xn*, 
nm, (nm 1)? : "es", Ix, pet); 
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» Table 1 (conV^ 

§)riitf^fe, "<gsq» in first sequence: %d*. gapiO; *«.26t]liat 
tfCgapx){ 

(virfd) ^)riiitf(outx. • («d «s%s)''. 
5 ng^x, (dna)? -base":"residuc", (pgapx I)? "^V); 

5»iiitf(fiK,*%s", outt); 

4?rinti(^ gaps in second sequence: %d*, g!^); 

10 (vdd) ^nrimftOTtx, " (%d 5B8%s)\ 

n&spy, (dna)? •basc'r'residne*, (i^apy ~ 1)? ••:•«•); 

if (dna) 

15 

"\n<score: %d (malch « 9W, mlsinaftii = %d, penalty « %d + %d per base)\n", - 
^ smax, DMAT, DMIS, DINSO, DINSl}; 

^20 •\n<score: %d(DayboffPAM 250 matrix, gsp penalty = 5W + %d per residue)\n\ 

""tj smax. PINSO, HNSl): 

^ tf (en^g^) 

fy q>rimfl(fic, 

U«_ "<endg^ penalized. leftendg^: %d %$%s. eajgap: %d %s9&s\n". 

^25 firstgap, (dna)7 "^aseV "iesidae% (firstgap -« 1)? : v. 

las^^, (dna)? "base" : "residue', Qast&p «= I)? •* : "s"); 

s else 

M= 4Rrintfl[fic, "<endg^notpenalizedVn"); 



P30 



50 



55 



> 

static nm; /• matches in care- for dicckn« ♦/ 



static hnax; /♦la^ of striiq>ed file names*/ 

static ijp]; /♦jn^) index forapadi*/ 

j,4 static nc£2]; /* number at start of curreittlnK*/ 

35 ^atic mP]; /♦ curreni dem number - fiwr gamirfiffi ♦/ 

static ^]; 

static diar *psC2]; /* ptr to conent dement */ 

staticdiar *poPl; /* i«r to next output dhar slot ♦/ 

static diar OQt[2][P LINE]; /* cKttiHU line */ 

40 staticdiar startPJUNEJ; /♦ set by starsQ */ 

/• 

• print alignmem of described in stmct path ppQ 
45 static 



int mi; diar oouitt 

int more; 
regista- i; 

fora== O,lmax = 0:i < 2;i++){ 
nn » stnpnamB(namex[Q); 
if (nn > Imax) 

Imax » nn; 



DcRlo 1; 

siz01«ijlil«0; 
W psDQ « seqxBI: 

pobl = «ttGI; 
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Table Ifconn 

for (na » nm 0» more « 1; mott; ) { ««.pr_aligll 
f<w 0 " more « 0: i < 2; i++) { 
/• 

* do we have mote of this sequence? 
V 

tfO^psOI) 



iiiore++; 

if^[!]*spc){ /* leadh^ space */ 
♦P0H++ = ' 

} 

elseif(si2[5D{ /♦iaag^*/ 

*p0BI++= V; 

} 

else { I* we're patdng a seq eieoieat 

•/ 

lfOdower(^Hl)) 

n»Bl=toupper(n)s[g); 

poH++; 

/♦ 

* are we at next fbr this seq? 
♦/ 

if{mBl«««R>Il].xlijHl){ 
/♦ 

* we seed to mage all gs^ 

* at tMs location 
•/ 

wliile(mlil == H»ra.xffi[0» 

} 

niH++; 

} 

} 

if (++im oleo 1 1 [more && mi) { 
dun^blodcO; 
forO <-0;i < 2; i++) 

poia=<»2tI0: 

> 

} 

} 
/♦ 

*duzzq;>aUoclcofliQes,iQc^adingmmibei5»stars:p^ aligz^ 
♦/ 

static 

<hmipbiocicO dmnpblock 
i; 



for0=0;i<2; 

Page4of iiwi»inLc 
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Table Ifcontn 



15 



•••dumpblock 

(Y0i4)pulcC\n\fi^; 
for(i = 0: i < 2; 

If (*oui[iJ && (♦<attta !=. • • j I «(po[i]) j« . ')) { 
lffi»=0) 

munsCi); 
lf(J~0&&*out£l]) 



10 pittlloea); 

ifa««0&&*witIlD 

fptisSSfjif star); 
If0=« 1) 



} 



p20 * put oat a nomber ting* dumi^lodcO 

^ static 
K immsOx) 

tut fx; index iaoutfllioldii^seqiiie*/ 

m { 

pi diar BlincIPJJNEl; 

r^lsterdiar ♦pn,*px.*py: 

©0 for<pii-> nline^i = 0; i < Imax+P SPQi++, pa++) 

M *pn = * 

in f«r fi = ncpx], py = out[ix]: ♦py; py+ pii+ +) { 

p liny 
L,. *pa«-; 
*35 eise{ 

ifO%10=«0||a==l&&ncDxl!=- 1)){ 
j-0<0)?4:i; 
ftHr(px«pn;j;j/=10.px-) 
♦P3t»j«10+'0'; 

40 ifCKO) 



nmns 



} 



•pn-": 



45 + ; 

> 

} 

ncpxl = i; 

50 for «= nKne; *pa; pn++) 

(v«tfd)putc(*pn, fiO; 
(T<rfd)p«tcC\ii%ft); 

} 

55 /♦ 

* pat om a lixie (name, [cum] » seq, [nixm]}: dumpblockQ 
stadc 

putitefix) putHne 
OO iat ix; 

^ PageSofnwprinLc 
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Table 1 fcontl 



10 



int i; 
register dicar *px; 

for (px = maiexOx], 1 = 0; ♦px != px+ +, i+ +) 

(void) putc(^ fit); 
0 i < imax+P SPC; i++) 
(vol^putef 



.••potliae 



/* tbcse cxxmt from 1: 

* niQ is current demem (frmn 1) 

* QCQ is iBimber at stait of current line 
♦/ 

15 for ftix « ootOx]; *px; px++) 

(vold)pfatc(*\n\fic); 



^20 



S' * pot a line of stars (seqs always in otit[0], cHxt[l]): dun^l^ockO 
^ */ 
^! static 

^25 stansO 

in { , 

Int i; 
1^ register char *pO, •pi, cx, ^x; 

□30 If (!<y»itO)] 1 1 (♦outfca *(po[PD • •) f I 

M !*tot[l] 1 1 (•out[l] *(po[lD >=« • •)) 

^ retam; 
f =i px = stai; 

farfi « Imax+P SPC; i; i-) 
*px++"» • 

for <pO - aitpg, pi « out[l]; •pO && V; P0+ + 
if Cmlplia(^^) && isalpfaa(*pl)) { 

40 If (xbm[*pO-'AT&xtot*pl.'AT) { 

cx = 
nm++: 

} 

dscifGdiia&&_dayfV)-'A*]t^l-'Al > 0) 



45 



50 



55 } 



} 

dse 

cx = 
♦px++ =cx; 

} 



cx < 
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Table Ifcontn 

/* 

* strip padi or {nefix ton pn, redmi lea: ih- aligi^ 
•/ 

ststic 

str^>!i&nie(pa) stripname 

^ dxsar ^po; /• file same (may be palh) V 
iBgfster char *px, *py; 

py-o; 

fw (ipx = pn; px++) 
if (•!«==•/•) 

py = px + 1; 

lf(py) 

(T<tf4) arq?y(im. py); 
retiini(8tilen(pi0): 

> 
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Table 1 fcontM 

* deaoupO - deamq) any txnp file 

* getseqO - read in seq, set. dna, leiu maxfen 

* g_callocO callocO wUli enor dKc^ 
*read|nq)sO--g^tiiegoodjEnps» &cmitiiq)fileif oecessaiy 

* wr^jmpsO — write a tOled array of jmps to a tmp file: nwQ 

include <sys^Ji> 

diar <5Qame = "/tnm/homgXXXXXX"; /* tnm file ftw Imps ♦/ 

Snt dcaniq>0; /♦ clcam^) tn$ file ♦/ 

/♦ 

* remove aiytnqj file if we blow 
*/ 

*ara?)(i) deamip 
Int i; *^ 

{ 

(Tdd) unliQkQDame}; 

critO); 

} 
/♦ 

* read, letuni i» to seq« sec dna« leiu maxlen 
•sldp lines startii^ with •<*,or *>' 

* seq in upper or lower case 
♦/ 

diar ♦ 

geteeq(file, letO getseq 
char *file; /* file name ♦/ fc'^^ 



{ 



int •ten; /♦ seq ten ♦/ 

char ]ine[lG24], *pscq; 

registerdxar *px, *py; 
int natgcttei; 

If <(ft> = fopeD(mt,^n) 0) { 

§Hiittf(sttterr/%s: can't read %8\n% prog, file): 
aut(l); 

} 

tlea = « 0; 

^frfifle (fgelsaine, 1Q24. fp}) { 

if nine == || *Une=« || *line=»'>') 

contimie; 
for ^ = line; •px l» '\n*; px+ +) 

If (Isiq»per(^) 1 1 i8lowcr(*j»0) 
tlen++; 

} 

(Opseq = malloc({mirfgned)(tIen+6))) ~ 0) { 

^rrinifi[stdenr,'%s: maUocO Med to g« %d bytes for StsVn", piog, tten+6, fite); 
C3dt(l); 

} 

PScqEPI « pseq[l] = pseqE21 = paeqP] « 'VD'; 



I^ge 1 of nwsuhr.c 
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Table ircontM 

py = pseq+4; 
*lca =» tlen; 

%^(^gets(linc IQ24, fp)) { 

lf(*liiic«=V II ♦Iiiie==-<' II nine ==•>') 
canthinp; 

far(px = linc;*pxf- *\n';px++){ 

elseff{fitowei(^)) 

*py++ = touH)er<<iix); 
if (lnto('ATGCir,*Qy-l))) 
iBtgc++; 

> ' 

*py++ - 



15 



■xsa 



r^25 

in 



40 
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y *py = 'VO*; 

^20 (vd$ fd09e(i^): 



doa = natgc > (deo/B); 
retamCpseq-M); 



char 



a.canoc(msg, nx, sz) gjCaUoC 
diar '^ms;g; /* program, cafiiqg nnidne */ 

^ iot DXt 8z; y* nutniber and y zr of demeots 

H { 

char *px, ^caOocQ; 



\^ ((px = calloc((iinsigiied[^ (tmsgnedysz}} 

lfCm5g){ 

H^- ^rii«fi;sfd«, •%s: gLcaflocO Med %s (n=%d. sz-%d)\n\ ppg. msg, nx. sz); 

^35 exit(l); 

} 

} 

returQ(px); 



} 
/♦ 

* get final imps from dxQ or to^ file, set ppO, reset dmax; maiiiO 
♦/ 



43 { 

lot fii - -1; 

hit siz, iO, ii; 

register ij.xx; 

50 if(fi){ 

(void) lcIose(©: 

if ((fil = ppen(jxiaine, O.RDONLY. 0)) < 0){ 

flpiintfl[stderr, *%s: can't openQ %s\n", prog, jnamc); 

55 } 
} 

Cor (i » ^ » il 0, dmaxO = dmax* xx = IctO; ;!++){ 

fwQ^dxldoaaxl^li > = 0 && dx[dmax].jp,xDI > = xx;j-) 
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Table 1 fcont'^ 

...rea4|mps 

if 0 < 0 dx{dmax].6f&et && { 

(vi^d) IsedcCfd. dx[dm2uq.of&ec. 0}; 
(vdd) read(fii, (char *)&dx[dmax] Jp* dzectflOstnict jnq»)); 
(void) read(fd, (diar <)&dx[dmax].offeet, fiiwof(dxIdnax]x>fEseO); 
<ix[<ima3<|.yQq> » MAXIMP-1; 

eSse 

break; 

} 

if(i >« JMPS){ 

§sni]t£[stderr, "%$: too many gaps laaUgnmeittVii*, prog); 

} 

if(j>«0){ 

sir = <lx[dmax].jp.nlj]; 
XX = dx[<!max].|p.x(jl; 

!f(siz<P){ /♦gap in second seqV 

PPPJ nlilJ « ^ 
xx+=sj2; 

/♦id = xx-yy + lenl-l 
•/ 

pp[l] j^ill = XX - dmax + lenl - 1; 

]|gapy *^ siz^ 
igoiHe MAXGAP when (biiig endgs^ */ 

Biz = (-siz < MAXGAP 1 1 endgaps)?-siz : MAXGAP; 
il++; 

} 

cfaeif(sL5 > 0){ /*«ap in first seq*/ 
ppIffljCiO] = siz; 
n>IPl.xOPJ » xx; 

Qg^x + = siz; 
/ * |gxK>re MAXGAP when doh^ eoc^g^ */ 

siz " (siz < MAXGAP II codgaps)?^: MAXGAP; 
iO++; 




break; 

} 

/* reverse tfie order of jn^ 
•/ 

fM-Q 0, iO-; j < K); j++, iO-) { 

i = ppCT-nffl; PPB)]^ « R>lP].n£i01; ppPl-npOJ « i; 
^ i = ppIO],xO];i^[ffl-xDl «ppp].xD(a;ivra 

for 0 « 0. U-; j < il; j+ il-) { 

i - PP[l].nO]; pp[13.nOI « pp[lj JipiJ; RPlll.npi] - i; 
^ i = pplUmi PP[l]-xO] = pp[llJi[ill; ppllj.xpi] « i; 

if(fd> = 0) 

(void) dose(fd); 

ir(®{ 

(Tdd) usliokOname); 

S-0; 

of&et -0; 

} 

Page3ofiiw5ubr.c 
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Ta»lel(conn 

/♦ 

* write a filled jiiq;» stnict of&et of the prev one (if any): txwQ 
♦/ 

5 wntgnqBe^d writejmps 

lilt ix; 

{ 

cfaar *tnkteinpO: 

10 ifog){ 

if (mkten^oame) < 0} { - 

fl?rintf(stdafr, *%s: can't mktea^K) %s\n", prog, jname); 

13 if {(S = fepenQname, "w")) G) { 

^printfCstderr. "Xs: can't write %$\n', piag. jname); 

amy. 

a , > 

# 20 (vdd) fWrite((char •J&dxM-jp. daeolWnict jnip). 1. ©: 

W (wid) «write((diar ♦)&dxrw3.ofi6et. slz«rf(dxDx].o£6et). 1, ®: 

N } 

'-25 

m 
hi 

p30 

9i 

Q 

M35 



40 
45 
50 
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Table 2 



PRO XXXXXXXXXXXXXXX (Length = 15 amino acids) 

Con^jarison Protein XXXXXYYYYYYY (Length = 12 amino acids) 



% amino acid sequem^ identity « 

(the number of identically matchtng amino acid residues b^eea the two pc^ypepdde seqiMnces as detennined 
by AUGN-2) divided by (the total mimber of anmo acid reside « 

5dividedbyl5 = 33.3% 
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Table 3 



FRO XXXXXXXXXX (LetsgOi^ 10 amino acids) 

Ccra^fflriscm Protein XXXXXYYYYYYZZYZ (Length = 15 amino adds) 

% amino add sequence ideniiiy » 

(the cumber of i d ent ic ally mardimg amino add residues between die two polypqitide sequences as determined 
by ALIGN-2) divided by (the total number of amino acid residues of the FRO polypepti<fe) « 

5 divided by 10 » 50% 
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FRO-DNA NNNNNNNNNIWNNN (^jsng^ « 14 nucleotides) 

ComparisoDDNA NNNNNNUJLIJJULLLL (Length = 16 nucleotides) 

% tnxleic add seqaence identity = 

(die number of id^itically nwTchfng nucleoddes between the two nucleic acid sequences as detennined by 
AUGN-2)dividedby (the total nmnber of nucleotides of ttePRO-DNAnudeic^^ - 

6 divided by 14 = 42.9% 
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Tables 



PRO-DMA NNNNNNNNNNNN (Length = 12 nucleotides) 

Coii?)arisoii DNA NNNNLLL W (Leogfli = 9 nucleotides) 

% nucleic add sequence identity ^ 

(tbe number of identically mafcftme nudeotides betweoi tbe two nucleic acid sequ^ioes as deteniuned by 
ALIGN-2) divided by (the total mnnb^ of nucleotides of the PRO-DNA nucleic add sequence) » 

4dividedbyl2«33J% 
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Compositions and Meifaods of the InventioD 
A. FuU-Length PRO Polvpet^des 

The present invention provides newly idaitified and isolated nucleotide sequences encodii^polypq^ 
referred to in the present applm&m as PRO polypqytides. In particular, cDNAs eocodiig various PRO 
polypeptides have beeiiid^itified and isolated^ as disclosed in fi^^ Itistxked 
that protdns produced in separate ejqpression nninds may be given different PRO muribers but the UNQ nomber 
is unique for eaay given DNA and the eiKoded protein, and will not be dianged. However, for sake of 
sln?)lidqr, in the present specificalioa the protein Qusoded by ti^ full lengdi native nucleic acid molecules 
disclosed herein as well as all furdier native homologiKs and variants included m die foregoing defimtion of 
PRO, will be referred to as *'PRO/number", regardless of their origin or mode pf preparation. 

As discl<^ in die Examples below, various cDNA clones have been dq)osited Ibe 
actual nucleotide sequences of those clones can readily be detemdned by die skilled artisan by sequencit^ of die 
dqwsited done using routine methocb in the art The predicted amino acid sequence can be determined from 
%j the nucleotide sequence usipg rwidne skin. I^r the PRO polype|rtides and encoding nucleic adds d^cribed 
herein. Applicants have identified what is believed to be Ac reading frame bwt identifiable with the sequence 
15 information available at die time. 

Thepresent inventionprovides newly identified and isolated nucleotide sequeaoces encoding polypqpddes 
referred to in die present ^Ucadon as PR0213. In particular, Applicants have identified and isolated cDNA 
p20 m»dingaPR0213polypeptide,asdi5cio8edinfurtherdeianinttieE^^ Using BLAST and FastA 

M sequence alignment con?rater programs. Applicants foum! that a portkm of the PR0213 po^pqitide has 
significant homotogywifli die huniangix)wlhariest-^)edfic6(^ 
that PR0213 polypeptide disclosed in the pr^eixt qjplication may hav 
gas6 protein. 

25 

2* FnB4eagth FR0274 Potvpcuddes 
The present inventionprovides newly identified and isolated nucle<ttide sequences encodii^gpolypeptito 
referred to in the present plication as PRQ274. In particaJar,^plicants have identifiied and isolated 
emxxiingaPR0274polypeptide,asdiscIosedinfmrd)CT Using BLAST ami FastA 

sequence alignment conq>uter programs. Applicants found that various portions of die PR0274 polypeptide have 
significant homology widi die 7 transmembrane segment receptor proteins and Rtt54 protem. Accordingly, it is 
presemly believed that PR0274 polypeptide disclosed in the present application is a i^y identified member 
of die 7 transmembrane segment recqptor protein and/or Fn54 protem femily. 

35 3. fW14engtfa PRO30Q Pblvpeiitid^ 

Tbc present hiventionpravides newlv identified and isolated nucleotide segufinceft wwywit^g polypeptides 
referred to in die present qjplication as PRO300. Di particular. Applicants have identified aiai isolated cDNA 
encodingaPR0300polypg)tide,asdisclo5edhxfhrttier<te^ Ush^g BLAST and FastA 
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sequence aligomeat ooix^uter programs. Applicants fooml that various portxoos of fiie PRQ300 polypqrtide bave 
significant homology wiili ihe human Diff 33 protdn. Accoidipgly, it is presentlj believed ^ PRO300 
polypq^ disclosed in the present applicatioa is a newly identified monber of the Diff 33 &mily . 

4. ff^B-lengfli PR 02a4 PolvDeptidcs 

5 Tte pres^ invention provides newly identiffed and isolated micleotide sequences qicodiag polypeptides 

referred to in the present qyplication as PRQ284. In particular. Applicants have identified ami isolated cDNA 
encoding a PRQ284 polypeptide, as di&dosedmfurdier detail In ^B^^ To Applicants present 

knowtodge. d» UNQ247 (DNA23318-1211) imdeotide sequence erK»des a novel fector; using BLAST and 
F^tA sequence alignment computer programs, no sequence identities to any known proteins were revealed. 

10 

5, Fafl-lCTfith PRQ296 PolvDeirtids 

^ Hie present invention provi^ r^ly id^itified and isolated nucleotide sequem^ encoding polypeptides 

^ referred to in die in:esentapplicatk>n as PRQ296* In particular. Applicants have identified and isolated cDNA 
^ encoding a PR0296 polypeptide, as disdosed in further d^ UsingBLASTTandFastA 
IS sequezK:ealignmentconp2terpzograms,Applicantsfounddi^ 

to Hie sarcomaran^lified S AS protein. Accordingly, it is presently believed that PRQ296 polypq^tide disclosed 
s in die present application is a newly ^rfefirti?**^ SAS protdn homoiog. 

-P 

1^ tf. FoB^epgtfa FR0329 Polypeptides 

^ 20 Tliepie&^minventionprovidesnewly identifiedandisolatednud^^ 

^ referred to in the present plication as PRQ329. Li particular. Applicants have i&ntified and isolated cDNA 
enoodingaPR0329p<Hypqjtide,asdisclosedinfin&er<to^ UsingBLASTaiKiFastA 
sequence aUgnmem computer programs. A|ylicants found that the raQ329 pftlypepfide hag gtgnififr^ gmrilftr ity 
to a bigji affinity imraunofiJolMiIinFc receptor. Accordingly, it is presently believed that PRa329 polypeptide 
25 disclosed hi tte present i^iplication is a riewly identified Fftecq^ 

7« FtdHength PR0362 Pblvpeiitides 
Hie present invention provides nevidy idoitified and isolated nucleotide sequences encoding polypei^ides 
referred to in the pres«iti5)pKcation as PR0362. fin particular. Applicants have identified and isolated cDNA 
30 mx}dmg a PRQ36^polypq>tide, as disclosed in furtto Using BLAST and PastA 

se^i^ice alignment coxx^}uter programs. Applicants found Oiat die PRQ3$2 polypeptide has significant shnilari^ 
to the A33 antigen protein as well as the HCAR protein and die NrCAM xOstdd cell adhesion molecole. 
Accordingly, it is presently believed diat PRQ362 polypeptide disclosed in the present application is a newly A33 
antigen and HCAR protein homolag. 

35 

8. FolHgngtfa PR03(£3 Pohmertides 
The presoicinventioiiprovidesi^Iy identified and isolated nudeot^^ 
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rcfOTedtointiiepresem^U(»tiona8PRQ3 In particular. Applicams Ime idem^ 
eK»dii^aPRD363polypq>tuie.a8di6dosedinf^^ Using BLAST and FastA 

sequence alignment conqrater programs, ^^cants found tiiat tbe PR0363 polypcptkle has significant similarity 
to the ceU surface protein HCAR, AixordiDgly, k 
the present aj^cation is a newiy HCAR homolog* 

5 

9. Fan-loigth PR0868 PolvDeotfdPs 

The present invention provides iwwiy ictentified and isoh^ 
r^rred torn fee present plication as PR0868. mpartkular. Applicante have icteitified and isoktedcDNA 
encoding a PROSeSpoIypqrtide, as disdosed in furfiM^ Using BLAST and FastA 

10 sequencealignmentconpiterprogranis.^jplicantsfoundto 

to the tUHOT necrosis fector recqtor. Accordingly, it is presendy 

m the present plication is a newly id<mtified member of the tumor necrosis fector ttceptxx femily of proteins . 

10. Fun4Bngtfa PRQ382 Pphmfeirfides 

15 ThepresentmvCTtionprovidesnewlyideidfiedairiisohtedi^^ 

referred to to the present qjplication as PR0382. Li particular, j«^licants have identified and isolated cDNA 
cncodtog a PRQ382pol5T)eptide, as disclosed in fo^^ Usmg BLAST and FastA 

sequence aKgnmcntconqniter programs, j^licants ftnmd that the native FR0382 polypeptide shares significant 
tomologywith various serineproteaseprotems. A{jpIicantshaveal80foundthat(teDNAencodfaigthePRO382. 

20 polypeptide shares significant homology with nudeic add encodnjg various serine protease protexM. 
Accordmgly . it is presently believed fliat PR0382 polypqrtide disclosed in die present plication is a newly 
identified serine protease homology 

IL FoIHengtfa FRQS4S Polvpgntirfi^ 

25 'Ilepresentinventionprovidesnewlyidentifiedandisolalednudeo^^ 

referred to in tte present plication as PRQ545, In particular, ^licants have identified and isolated cDNA 
encodiiig a PR0545 polypeptide, as disdosed in fiirtte detailing Using BLAST and FastA 

sequaice alignment con^uter programs. AH^icams found that various portions of the PRQ54S polypeptide have 
significant homology with the sequences identified designated as; human metalloproteinase ("P W01825"), 

30 mousen«ltrinal|)harS602570,metanqirrtease-d^^ ADAM 13 -Xenopus 

laevis CXLU66(»3J'X twrnsc mdtrin beta rS60258'^. rabbit metalloproteas&^mt^ meltrin-beta, 
rGEN13®6"), human mdtrin S rAF(^77J human meltrto 

21 rAF029900_r). and human ADAM 20 rAPQ29899_l"), tfierd>y indicating that PR0545 may be a novd 
mdtrin protein. Accordingly, it is presenfly bdieved that die FR0545 pdypqrtide disclosed in die present 
35 application is a newly identified member of tiie mdtrin femily and possesses the cellular adtesivencss ^ical 
of tiie mdtrin protdns vAMi comprise both metallqprotcase and disintegrin ^nnahis . 

FolHength PR0 617 PolvDiaitiito 
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Thepiesenl imraidon provides newly identified and isolated nucleotide sequences encoding polypgrddes 
referred to in die present qjplication as FR0617. la particular. Applicants have ideotifM and to 
encodingaPR0617polypqptide,asdiscIosedinftoAerde^ Usii^ BLAST and FastA 

sequeiffie aligmnm conputer programs, Applicants fiiund that the PR0617 polypeptide shares significant 
homology with the CD24 protein, -^licants have also found dwtlteDNA encoding (he PR0617polypq^^ 
5 has significant homology with DNA encodnjg the CD24 protein. Accordingly, it is presently believed that 
PR0617pc^?peptide disclosed in Represent plication is anewly identified CD24 homolog. 



13. FoMength PRQ70Q Pnivpcntid« 
The present invemionpiovides newly ideotified and isolatednudeotide sequences encodbgpo^rpeptides 
10 referred torn die present i^jplicaikm as PRO700. In particular. Applicants have identified and isolated cDNA 
encoding a PRO700 polypeptide^ as disck)sed in furdierd^afl hi the Analysis of die f»TTiS]t y\ 

add sequence of the fuU-teigth PRO700 polypeptide ushig BLAST aiKl FastA sequence alignnKnt conqmter 
^ programs, suggests ftat various porti<ma of the PRQ7QQ polypeptide pngspRg gigntficffftf gegiimy pimllflri ty »n 
^ various protein disulfide isomaases. More specificaDy, an anafysis of the D^hoff database (version 35,45 
ry 15 SwissPirot 35) evidenced significant sequence similarity between the PRO700 andno acid sequence and the 
followmgDq^offseqitencesjpolypqrtidewithproteindis^^ P80664"), 
s human PDI, designated as (*P_R5ie^"), human PDI. Signaled as (PJR25297"), pK*Qhle protein disulfide 
^ ison^rasecr-eOptecursor, designatedas CKWO_SCTMA*),proteindisulfideisomeraseprecursor-Z>wc??^ 
ip. melanogaster, designated as ("PDI.DROME"), protem disulfide-isomexase precursor - Nicxniam labaccum^ 
^20 designated as CNTPDIGENE_r), protdn disulfide isom^ase - Onchocerca volviOm, designated as 
p ("OVU12440J"), human probable proteui disulfide isomerase p5 precursor , designated as 
("ERPS^HUMAN"), human protem disulfide isonKrase-related i»otdn 5, (-HSU79278J and protem 
dBulfide isomerase precursor / prolyl 4- hydroxy, (-PDI^HUMAN*), thereby mdicating that PRO700 m^ be 
a novel proteui disulfide ison«ase* Accordhjgly^ it is presenlty bdieved that FRO700 polypeptide disclosed 
25 in d^ yseseat application is a newly identified member of 1I» protem disulfide isomerase family and possesses 
the ability to catalyze die formation of disulfide bonds typical of the protein disulfide isonraase famfly. 
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14. gM^IcngthPR07ft2 Polvp«»tMe« 
Thepreseotinventionprovides newly identified and isolated nucleotide 

referred to md» present plication as PRO702, Ii particular, ^^licants have identified and isolated cDNA 
emxxlmg a PR07(ttpolyp^de. as disclosed mfiirtti^ detail m Usmg BLAST and FastA 

sequence alignment conqwiter programs. Applicants fourKidiat the PR07Q2poIypeptidehas significant shnilarity 
to the conglutinin protein. Accordingly, it is presendy believed fliat PRO702 polypeptide disclosed m die present 
plication is a newly identified congbdnin homolog. 

15. RiB-tength PRO TOS Ptolyiieirtides 

The present mvenlion provides newfy identified and isolated imcleoti^ 
referred torn die present sOTlication as PRO703* fiipartiodar. Applicants have identified and isolated cDNA 
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encodii^ a PR07Q3 polypeptide, as disclosed in further detail in tl» Exan^iles bdow. Analysis of tiie amino 
add sequence of the fbll-lengfli PRO703 polypqrtide usipg BLAST and FastA sequence aUgnment congwter 
programs, suggests fliat various portjons of fla PRCy703 polypgitide pnststfiss. gignifirri^nt fffquenre similarity to 
the VIXIAS protein, tbeicby indicating feat PRW More specifically, an 

analysis of the Da>1iofFdatabase (versioa 35.45 SwissProt 35) evidem;ed significant sequence similarity between 
5 the PRO703 amino add sequence and the following Dayhoff sequences, human mRNA for vety-long-chaxn 
acj4-CoA, ("D88308"), rat mRNA for very-Iong-<diain aqrl-CbA synfti^ase. CDSSIOO"), Mus msadus My 
add tran^rt protein, CMM015976''), human vety-lo^g-diain BCfl-CoA synthetase, (•D883(»_l"), Afta 
^Twoclttf very^oi^-^diaina^l-CbAsynllK^, CAR^3(Bl_r), veiy4oi?g'Chamacyl<kjAsynih«a8e-/to^ 
CI>85100_n, rat long^hamMy acid transporlpratdn, CFATPJtAT"), nttraselong<haitt&tty acid transport 
10 protein, CEATP_MOUSE"), pn*abIcl<H«-chainfetty flcidtranaporti«ro^ CFAT1_YEAST"), andfetfyadd 
transporter protein, ("CHY15839_2*), thereby indicating Accordin^y, 
it is preseitlybelfeved that PR07Q3polypepti^disclos€dmthe present 
of the VIX::AS femity ami possesses the ability to fe^^ 
adds typical of the VLCAS funily. 

15 

16. Fan-length PR Q705 Ptolvpeiitides 

Hie present mvention piovideB newly identified and i&oTftftfv^ nurlarrtHie Req»en«>« mm^\fig polyppprldf^ 

referred torn the present i^lication 23 PR07QS. In particular, i^licants have identified and isolated cDNA 
encoding a PR07(K polypeptide, as disclosed in Using BLAST and FastA 

20 sequence al i gn m e nt computer programs, Ap^rficants found that tba PR07QS pnlypepHde haa gignifiramf gmriinrity 
to the K-gtjrfncan protein, AcconSi^y, it is pres^ybelieveddiatFRO705 polypeptide disclose 
^flicatbn is a newly identified number of tte giypican family of proteoglycan protdns. 

17. WuMeosfb FRO708 Polvpeiitfdes 

25 ThepresentinventiQnprovidesnewlyidentifiedand isolated]su:ileoti(tes6quences encod^poljpefttides 

referred to in ^present plication as FRO708. In particular. Applicants have identified and isolated cDNA 
encoding a PRO708 polypeptide, as disdosed hi further detaU Usmg BLAST and FastA 

sequ»3ce alignment computer ispgrams. Applicants found &at the PRO708 polypeptide has rfgnifirAnt homology 
wiAOeaiylsul&taseproteins. Applicants have also found &at the DNA encoding the PROTOSpolypep^ 

30 significant homology widiDNA encoding the aiylsul&tase proteins. According^, it is presently believed that 
PRO708 polypeptide disclosed m the present application is a newly identified aryl sul£atase homolog. 

18. P^B-lengtfa FR032Q Pofvpetiddcs 

The laesect invention provides newly identified and isolated nucleotide sequences encoding polype|rtides 
35 referred to in the present ^^plication as PRO320. In particular. Applicants have identified and isolated cDNA 
encodii^ a PRO320 polypeptide, as disdosed in further detail in the Exa^ Analysis of the amino 

add sequeiKe of the fall-teigfli PRQ320 polypeptide usmg BLAST and FastA seqiKKe alignmMit conqrater 
programs, suggpas that various portions of Oie FRO320 pdypqHide have sigtiificant homology to the fitalm 
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psQisim. More specifically, an analysis of the DaylK)£f database (version 35.45 SwissProt 35) evideiKed 
significant homology between die FRO320 amino add sequwe and the following DayhofiT sequences, ^nnjm 
fibalin-2 precursor, designated ''FBLl^HUMAN*, human fiboiin-l isoform a precursor, Hpcignflttvi 
•FBLA^HUMAN", ZK783. 1 -CMwifaabditis elegans, designated "CELZKTC^r, boman-notdC, designated 
''HSU77493_1 Nd protein precursor - rattus norvegicus, designated "NEL_RAT", Mas musculus cell suifiace 
protein, designated "D32210_l", mouse (fragment) Notch B protein, designated •A49175", C50H23a - 
Caenozhabditis elegans, designated ''CEC50H2_3'', MEC-SL - Caem}rtiabditis elegans, Hpsigrmf^ 
**CEU33933_r, andMusmusculusiwtdi4, designated "10 MMMHC29N7_2% fl»E€toy indicating thatPRO320 
may be a novel fibulin or fibuHn-iike protein. Acconiingiy, it is presently bdieved that PR(>320 polypeptide 
disclosed in tiie present ^Iicatii»i is a newly identified member of ^ fibulin family and possesses biological 
activity Qpical of tide fibulin family. 

19. FnlHengtii PR0324 Ptotvpentides 

The present inventionprovides newly fA>nfffTflrT and isolated nscleotide sequences ^icoding polypeptides 
referred to in tl^pi:esent^licatk>n as PR0324. In particular. Applicants have identified and isolated cDNA 
eDcodingaPR0324polypeptide,asdisclosedinfiirdierdetailni&eE^ Using BLAST and FastA 

sequence aUgoment conqnit^ programs, .^licants found the PRQ324 polypeptide has ftienifif*.ftnt similarity 
to oxidoreductases. Accordiiigiy, it is present^ believed that PR0324 polyp^dde disclosed in die present 
application is a newly identified oxidoieductase bomolog. 

20. pM^-leiigtiiPRQ351)Po|Ypepf^ 

The present inventionisovides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in ^pres^q^lication as FR035L In particular, >^Iicant$ have identified and isolated cDNA 
encodu^ a PR0351 polypeptide, as disclosed in further detail ia the Exan^les below. Analysis of tibe amIZK) 
add sequence of the full*lei^ PR0351 polypqytide usiqg BLAST and FastA sequooce aligimwnr computer 
programs, sug^ts that various portions of the PRQ3S 1 polypeptide possess significant sequemre similarity to 
the prostasin prc^dn, ttoreby indicathig tot PRQ351 may be a imvel prostasin ;gotein- More specifically, an 
analysis of the Da3^o£f database (versi(»i 35 .45 SwissProt 35) evickzxed significant sequence similarity between 
the PR0351 amino add sequence and tiie following Dayhoff sequences, *"AC003965_1*, •CELCX)7G1_7*', 
-GEN12917\ -HEPS_HUMAN', «GEN14584", "MCTe.MOUSB", •HSU75329J% TLMN_ERIEU% 
-TRYB_,HDMAN\and*P_W22987'. Accordin^y,itispresCTtlybeIievedtiiatPR0351polypeptidediM 
in the present {plication is a newfy identified member of the prostasin £3imly and possesses properties and 
activities ^cal of prostashi fimiOy. 

2L FtdHenetti PR0352 PolvPMitldes 
. Thepresentinventionprovides newly identified and isolatednudeotideseqaences encodiii^polypeptides 
referred to in die present application as PR0352. particular, A|»plicants have identified and isolated cDNA 
encodingaI«0352polypq)tide,asdisdosedinfurtherdetaiIintfieEx^ Usipg BLAST and FastA 

sequence alignment con^terprograms, ^licants fouiddiat die PR0352 polypeptide has sigutScantsimilari^ 
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to die boQTOiMin protein- Accord^ 
^^I^ication b a newly idenjdfied buQrio^ 

22. Fnn4ength PR0381 Pblvneptite 

Tliepres^ invention provides newly f denfffifld and isolated nodeotf de sequeaices eocodipg polypeptides 
5 referred to in the prraent plication as PR038L In particular. Applicants have identified and isolated cDNA 
enco^aPR0381polypq)tide,aadiscIosedinfintherd UsiCig BLAST and FastA 

sequence alignment coiiq>uc»programs. Applicants found that (he FR(>38i polypeptide has significant similarity 
to hmnun n pli il m proteins. Accordingly, it is presently believed that PR0381 polypeptide disclosed in die ptesect 
application is a newly Identified PKBP imrnimft philtn hnmnirkg 

10 

23. Fnn-teigth PRQ386 PolvneDtidgs 

Ttepreseminveodoriprovidesiiewlyidezitifiedandisolatednm ^ 
referred to in the present plication sffiPR0386« In particular, ^^Ucants have identified and isolated cDNA 
encodii^g a PR0385poiypepdde, as disclosed in furflier detail!^ Using BLAST and FastA 

15 sequence alignnttotcon5>uterprograms, AH)licantsfounddiatdiePR0386polypq>tidehas significantsimilar&y 
to d» beta-2 si^>unit of a sodhm d^nnel proteiiL Accordingly, it is presaitly befieved that PR0386 polypeptide 
disclosed in the present applicatkm is homolog of a b^2 snbanit of a so^rnn channel exprcsste^ in tmrnmnH^ 
cdls. 

20 24. ffM4ength PRQ540 Ptrfvoenddcs 

The presemiinreiidon provides newly identified and isolated nud^ 
referred to in the present aK)lication as PRO540. In particular. Applicants have Identified and isolated cDNA 
encoding a PRO540 polypeptide, as disclosed in furto detail in tteExa^ Analysis of die amino 

acid sequence of die fuU-lengfli PRO540 polypqrtide vsmg BLAST and FastA sequence alignment conqwter 

25 programs, suggests diat various portions of the PRQ340 polypeptide possess agnificant sequence snnilarity to 
the LCAT protein, thereby indicating that PRO540 may be a novel LCAT protein. More specifically, an 
analysis of die Di^hoff database (version 35.45 Swi$sProt35) evidenced significant sequrace similarity between 
die PRO540 amino acid sequence and die following TkyboS sequences, phosphatidykiioiine-stefo! 
aqrltiansfierase, designated "LCAT^HUMAfT, hypodi^ical 75.4 tod protdn. designated •YN84JfEAST', 

30 Bacillus Udmdfomis esterase, draignated •BLU35855 J', macrrtetrolide resistance pioteia - Strepton^ces, 
designated -JH0655', T-cdl reocptordeltachainprecursor, designated "C3Q583", Rhesus kringle 2, designated 
«PJV0755r, RAGB-1 ORF5, dedgnated "HSU4619IJ", human Ig kappa chain VKni-JK3, designated 
"HSU07466_1\ BDdAlstroemeria inodora reverse lrBnscr4)tase, designated •ALI223606_1*. Accordmgly, it 
is presendy believed diat PRO540 polypqrtide disclosed in die present plication is a newly idoflified member 

35 of die LCAT protein femily and possesses l5)id transport equability ^ical of die LCAT fiunfly. 

25. FoH-leiigth PR0615 PblvDeiitfd« 
The present inventiraprovides newly identified and isolaiednucleotide sequences encoffiDgpolypeptMes 



163 



referred to in flte present ^Ikalkm as PR06^ In paitKular, Applicants have idetttiffed and isol^ 
enco<Ei« a ra0615polypei»tiik. as disclosed in furOjcr Analysis of the amino 

acid sentence of the fiiU-length PR061S polypqrtide using BLAST and FastA sequence alignment conqRiter 
programs, si^ts tiiat vaiMus portiam of the FR061S poljfpqitide possess significant sequence similarity to 
tte human Byiiq)togyiinpiotdn.fliei«iQrmdicatingfliatPRC^^ More 
5 specificafly, an analysis of file Dayhoff database (vereira 35.45 SwissProt 33) e^ 

slmilarior b^een tte PR0615 mm> acid sequence and the following Dajtoff sequeaces, •AF039085 r, 
-RNU39549J-, -CELTOSAPJ", -FSU62028J\ «S73645% -AC0001Q3J\"«% 
•RT12_LErrA", and *EBVIAIP218J". Acconfi^gly. it is presertly believed that PR0615 polyp^tide 
disclosed in (he present ^licalion is a newly idaitified memter of the synaptogyrin femily and possesses 
10 activity and properties typical of the syns^gyrin £imily. 

26. Rdl-fcngtfa PR Oglg Ptalvpeirtidfis 
Tbepresentinveationprovkiesi^ly identified and isolatfriim^ 
lefened to in flie present ^licatian as PR0618. In particular. Applicants have identified and isolated cDNA 

15 encoding a PR0618polypq)tide, as disdosed in fiirflierd^ Analysis of the amino 

acid sequence of the fuIl-lengtiiPR0618 polypeptide ushag BLAST and FastA sequence alignment con^rater 
programs, suggests that various portions of die PR0618 potypqHide possess significant sequence similarity to 
tiieenteropeptidaseiTOtein.dierebyindicatingtiiatPR06^ Uatesp&mi^slfy, 
an analysis of flie Dayhoff database (version 35.45 SwissProt 35) evidoKcd significant sequence similarity 

20 between the PR0618 amino acid sequence and the following DayhofF sequences, *P W22987*, 
-KAL__HUMAN'. -AC003965J% •GEN12917", «EN1K_HUMAN% -TAnjIUMAN\ •HSU75329_1\ 
«Pjm986%and-PLMNHORSE", Accordiiigify, it is preseidy believed liiat PR 

in tfie present qjplication is a iKwly identified maribff of (he enteropq>tidase famfly and possesses catalytic 
activity typical of die enterqpeptidase femily. 

27« FoMqigtih PR0719 PolvPMitiJefi 
The present invetitiogiprovito newly idoitified and isolated micle^ 
refensd to in tiie present plication as PR0719. In particular. Applicants have kfcotified and isolated cDNA 
encoding a PRCr719polypqrtide, as disclosed in furtiicr detail m Using BLAST and FastA 

10 sequaiceangnment computer programs. Applicants 

to file Iqwprotein lipase H protein. Accordingjy, it is presentfy believed lliatPR0719polypep^ 
the present qiplication is a newly identified l^K>protein UpBse H hcmofog, 

28. Fnn-IengtfaPR 0724PtolviieDfides 
5 Thepresent hiventionprovides iwwly identified andisolatednudeotide sequences encodingpolypeptides 

referred to in die present application as PR0724, In particular, ^licants have identified and isolated cDNA 
encoditigaPR0724poIyp^>tide,asdisdosedinfbrtii^ Using BLAST and FastA 

sequence aUgnmeatcOT^njler programs, i^^^ 
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to ibe huinan low density lipoprotein (II)L) 

polypeptide disclosed in the present application |s a newly identified LDL receptor homotog. 



10 
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29. Fna4engtfaPR0772PtorvDeDd^ 
Thepresent invention provides newly idpntified and isolated nucleotide seqoenoes encoding polype{^des 
referred to in the present plication as PR0772. In particular, >^licants have identified and isolated cDNA 
encoding a PROTTZpolypqKide, as disclosed iaiurthe^ Using BLAST and FastA 

sequence alignment conqniter programs. Applicants found diat the PR0772 polypeptide iMgnfficfl nt similarity 
to tl»bunutnA4 protein. Accordingly, it is presently believed that PROT^poJ^Tpepddedisc^ 
api^ication is a ne^y identified A4 protdn faomolog. 



30. F^-iength PR0852 Pdvpeptides 
Hie presoit invention provides newly identified and isolated nucleotide sequences Goco^ng polypeptides 
referred to in die present qjplicatian as PR0852. Di particular, Applicants have identified and isolated cDNA 
encodingaPR0852polypeptide,asdiscIosedinfurtherdetailintl^£xan9 Usuig BLAST and FastA 

fy 15 sequence alignment conpiter programs. Applicants found tbattbe PR08S2 polypeptide has significant similarity 
to various protean proteins. Accordingly, it is presently beUeved that PROS52 polyp^de disclosed in the 
present application is a newly identified protease enzyme homolog. 

S 3L FnH-lengtti FRQ853 Pf^vpcDtidcs 

^n20 The present hivention provides newty identified and isolated nucleotide sequences encodix^ polyp^ticks 

referred to in die present i^iication as PR0853. In particular, i^licaiitsliave identified and isolated^ 
encoding a PR08S3 poIypq)tide» as disclosed in further detail in die Exaoqdes below. Analysis of the amino 
acid sequence of die fuU-lengOi PR0853 polypq>tide usit^ BLAST and FastA seqi^nce aiigmiffpqt ccmTptfer 
programs, suggests diat various portions of the PROS53 polypeptide possess significant sequence simflarity to 
25 die reductase protein, diereby indicating diatPR08S3 may be a More specifically, an analysis 

of die Da^fT database (version 35.45 SwissProt 35) evidenced significant sequoice shnilarity between die 
PR0853 amino acid sequence and the following Dajiioff sequences, -PJV03198'', "CEClSHlljS", 
«MTVQ30_12% -P_W15759% •842651% •*ATAC00234314\ *MTV022_13\ «SCU43704_1% 
"CELE04F6_7", and "ALFAJ"» Accordiqgly, it is presoidy believed that PR0853 polypeptide disclosed in 
30 tlie present s^licatbn is a newly identified member of the reductase family and possesses the antioxidant 
enzymatic activity typkral of die reductase £mily. 



32. FW4ength PRO860 Pohrpeptides 
The present inventionprovides newly identified aiid isolated luideotide sequences encoding polypeptides 
35 referred to in die presoiti^lication as PRO860. in particular, Afqilicants have idend^ed and isolated cDNA 
encodii^ a PRO860 polypeptide, as disclosed in furdierdmil in tteExao^)!^ Analysis of the ammo 

add sequence of die fuU-lengdi PRO860 polypeptide usipg BLAST and FastA sequetKre aligtmient conpiter 
programs, suggests diat various portions of the PR0860poIypqitide possess significant sequence similarity to 
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the newrofiiscin protein, tberd)yin^^ More specifically, an 

analysis of theDayhoff database (version 35,45 SwisaProt 35) evideaiccd sigoificam sequence similarity between 
tile PRO860 amino add setpieiwe and Hie followii^ Daylio£f sequences, "AF040990_r. •AF041053 1", 
-CELZK377_2\ -RNU81035J-, -D86983_l% «S2«80-. «MMBIG2AJ\ •S46216% and-RNU68726J\ 
Accordingly, it is presently beHeved fliat PRO860 polypeptide disclosed in Uie present plication is a newly 
5 idaitified member of tiie noirofesdn family and possesses tiie cellular adhesion properties t^cal of the 
iKuro&scin &mily. 

33* g^4eiigtli PR0846 Vohm^d^ 
Tlie present invention provides newly identified and isolatedm 
10 referred to in tiie present ^licatikm as PR0846, In particular, y^plicaits have identified and isolated cD^ 
p encoding a PRC»46polypq>tide, as disdosed in fiirtto detail in Analysis of the amino 

q acid sequence of the M4engffiPR0846 polypeptide usi^^ 

g programs, suggests that various portions of fl»PR0846 polypeptide possess significant sequence similarity to 
^ theCMRF35protein, thereby indicatiixgthatPR0846 may be a novel CMRF35 proteiiL More specificaliy, an 
fU 15 anaIysisofaeDayho£fdatabase(versiQn35,45SwissProt35)evid^^ 

the PR0846 amhio add sequence and the following Da)tofiFsequences,"CM35_HDMAN'', •AR1359fi3 1", 
, -PIGR^RABIT*, -AF043724,r, -RNU89744_1*. «A52091_r, -S48841-, "ELKD6A9^3-, and 

^ "AF049588J*. Accordingjy, it is presenfly believed tiiat PR0846 polypeptide disdosed in the joesent 
|4 ^5^*c«tw>aisanewlyidentifwdm^^ 

C3^1RF35 protdn fiunily. 



34. Fun4engai PR08<>2 Pblvp«itid« 
ll^piesentinventionprovidesnewty identified and isolated im^^ 

referred to in the present ^plication as PROSe. hi particular. Applkanis have identified and isolated cDNA 
25 encodh« a PR0862 polypeptide, as disdosed in further Analysis of the amino 

acid sequence of the fuH^ength PR08« polypq)tide mu?g ^ 

programs, sug^ fliat vatkm portions of tiie FR0862 polypeptide possess significant sequence shmlarity to 
thelyso2graeprotein,ale^dJyindicati^g^hatPR0862maybea^^ More specificaHy, an 

analysis of tiie Dayhoff database (version 35 .45 SwissProt 35) evidaiced significant sequence similarity between 
die PR0862 amino add sequence and tiie following Dayhoff sequences, •PJP90343', and *LyC HUMAN, 
Accordingly, it is presently believed that PR0862 polyp^tidc disclosed in the present application Is a nevsiy 
identified mrai&er of the lysoayme family and possesses catalytic activity typical of the Iy802yine family, 

35. tMl-lenfith FRO g({4 Polvpgiitf dca 

35 '^presentinventionprovidesnewlyidentificdandiKtoednude^ 

referred to in dwpres^Jt plication as PR0864. hi particular. Applicants have identified and isolated cDNA 
emxxliqg a PRC»64potypq[rtide, as disdosed mfurthCTdetafl Analysis of die antino 

add sequence of the fun-lei«th PR0864 polypeptide using BIJ^ 
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programs, siiggests ihat various portions of the PR0864 polypeptide possess sigoificant sequence similari^ to 
fte Wnt-4 protein, th^^ mriicatmg that PR0864 may be a novel Wnt-4 protein. More specifically, an analyas 
of the Dayfaoff database (version 3S.45 SwisaProt 35} evidenced significant se^pience similarity between the 
PR0854 amhiD acid sequence ami the foUowing Dayhoff sequences, *WNT4_M0USE-, •'WITOJ^OUSE*, 
-WNSA^HUMAN", *WN7BJ^OUSE*, "WN3A_M0USB*, -XLU66288J*, -WNIS^HUMAN*, 
5 "WNSB^ORYLA". •WNT2_M0USE*, and "WNTAJ^OUSB", Accordingly, it is presenUy bdieved that 
PR0864 polypeptide disclosed in present plication is a newly identified number of fiie Wnt-4 protein 
tsniSiy ami possesses properties typical of the Wnt4 protein family* 

36. Fog4ei!efth PRQT^ Pol vpcptidfis 

10 Thepresaitrnventionprovidesxiewlykientifiedandis^ 

referred to in the present application as PR0792. In parttcolar. Applicants have identified and isolated cDNA 
aK»dingaFR0792polypeptiite, as disclosed Using BLAST and FastA 

sequeiKe alignment conqmter programs. Applicants found that the PR0792 polypeptide has ftigntfir^nnf similari^ 
to the CD23 protein. Accordingly, it is presenfly believed that PR0792 polypqjtide disclosed in &c present 

il5 application is a newly identified CD23 homolog. 

37* FnlUqigth PRQ866 Pohrpeptides 
The pr^entinyentionprovides newly identified and isolated nudeot^ 
referred to in &epres^ {plication as PR0866« &i particular^ Applicants have identi&d and isolated cDNA 
|20 encoding a PR0866 polypeptide, as disdcsed hi furi^ Using BLAST and FastA 

scquero alignment computer programs. Applicants foumifiiattbe PRQ866polypqrt3dehag Rlgnifir^ fthnnftrrty 
to various miirfhi and spondmproteins. Accordm^y,itispres«itlytelievedthatPR0866polypepti(tedfc^ 
in ti^ prcaeoi q^lication is a newly idnxtified mindin/spondin homolog. 

25 38. FM4ength PR087I PplYpq^ftdff 

Ihepresem invention provide iKwiy identified and isolatedim^ 

referred to mtiiepresKiti^jplication as PR087L Iti particular. Applicants have identified and isolated cDNA 

encoding a PR0871 polypq>tide, as disclosed in furfljerd^m the Examples bd Usn^g BLAST and FastA 

sequeiK;ealignn^cQmputerprogranxs,.^licants found that tiiePROg^^ 
30 to tiieCyP-60 protein. Accordingly, it is presoiay bdieved that PR0871 polypeptick disclosed in the present 

applicatum is a newly identified m^xiber of die cydophilin protein fsasSLy and possesses activity typical of die 

cydophUm protem fonBy. 

39. Fun>lepgth PRQ873 PolvDeDddfis 
35 The present inv^on provides nevdy identified and isolated nucleotide sequences encodmg polypeptides 

refiarxed to in the present tOT^ieation as PR0873 . In particular, .^licants have identified aiKi isolated cDNA 
encodhig a PR0873poIypq>tide, as disclosed in furtiierd^ in die Exan^ Ushig BLAST and FastA 

sequence al i g nme nt con^rater programs, j^licants found tiiat the PR0873 polypeptide has significanr shnilarity 
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to a human liver carboj^lesterase. Accordingly, it is presently believed tiiat PR0873 polypeptkle disclosed in 
ttie present application is a newly identified member of (be carboxylesterase family and possesses enzymatic 
activity ^ical of die caibo^esterase family. 



40. FalHaigfli PROSMO Polvpeirtides 
5 H» present inveaitian provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in die preset application as PR(^40. In particular. Applicants have Identified and isolated cDNA 
encodingaPRQ940polypept!de,asdisclo^infardierdetailindieE Using BLAST and FastA 

sequence alignment con^niter programs , Applicants found diat the PROSMO pofypeptide has signiiicaQt aimilanly 
to CD33 anddie OBbindiagprotdn-2. Accordingly, it is pres^y believed that PRO940 polypeptide disdos^ 
10 in the present ai^licatioii is a newly CD33 and/or OB binding proteinr2 honsolog. 

P 

^ 41* FoIHengtfa PR0941 FolvDeptides 

^ Tteptes^invoidoxiprovidesiiewly identifiBdandisoktednud 

^ referred to in &e present ai^licatlon as PR0941. In particular, y^licants have idoitified and isolated cDNA 
IS encoding aPR0941 polypeptide, as disdosed in furdier detail in theExan^les below. Usi^g BLAST and FastA 
i fi sequence alignznentcQxnputerprograms, Applicants found diattheFR0941 polypeptide has significant sfmtlanty 
£ to one or more cadberin proteins, Accoxdip^p^, h is preseotly bdieved that PR0941 polypeptide discl^^ 

c . 

g the present ^)plicatiQQ is a iiewly identified cadhennho3^ 
g20 42. wmmfik yR0944 P0|ypepa^ 

^ Tte {Hresenc inventioiiiffovides newly identified and isolated nucleotide sequences emxxling polypeptides 

referred to in the present application as PR0944, In particular. Applicants have Identified and isolated cDNA 
a»X)dipg a PR0944 polypeptide, as disclosed in ferdierde^ Using BLAST and FastA 

seqi^nce alignment con^mter p rograms, Af^Iicants found that die PR0944 polypeptide has significant similarily 
25 to the CPE-R cell sur&oe protein. Accordingly, it is preseody believed diat PR0944 polypeptide disdosed in 
die presem i^^plicatxon is a newly Id^rdfied CPE-R homolog. 



43. Fan4englh PR0983 Pblvpeirtaes 
The present invmion provides newly identified and isolated nucleotide sequences encoding polypeptides 
30 referred to in die present q>pIication as FR(^83* Is particular, A|^>Iicants have identified and isolated cDKA 
encodu^ a PR0983polype{^ide, as disclosed in further d^ in die Exan^ Using BLAST and FastA 

sequence alignment conpiter programs, i^licants found diat die FR09g3 polypq^ has significant similarity 
to the vesicle-assodated protein, VAP-33. Accordingty, it is presently believed Chat FR09g3 potypeptide 
disclosed in die present application is a newfy identified member of die veside-assodated membrane protdn 
35 fandly and possesses activity Qpical of vesicle-associated membrane proteins. 



44. FuMength PRO10S7 Pdvpecddes 
The present inventionprovides newly identified and iaolalednucleotide sequences encodiz^polypeptides 
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referred to in tte present qjplicatkMi as PRO1057. la partKolar, Applicants have 

encoding a PRO1057 polypqrtide, as disclosed in fiirthcr ^afl m (be Bianijlcs below. Using BLAST and 
' FastA sequence augment conqrater programs. Applies 
similaritytovariousproteasepiotciiis, Accordingly.itlspresenUybdievedlhatI^O1057polypepti&d^ 
in the present q^licadon is a newly identified protease homolog. 

5 

45. Ftn-leagfli mOl OTl Pahneiigdcs 

Thepreseot inventjonpiovides newly identified arid ififtlat^ nnrfeniritfeftPi<piwcftRpnof>din g j«Ty^^ 
xefexied torn die present £^ication. as PRO107L laparticalar.^Iicams have identified and isolated cDNA 
encoding a PROlffZl polypqjtide, as disdosed in fiirttier Using BLAST and 

10 FastA sequrace aUgnment con^uter irograms. Applicants found tbat the PRO1071 polypeptide has signifeant 
similarity to the thromboqxnidin protein. Accordingly, it is presendy believed that FRO1071 polypeptide 
^ disclosed in the present ^licaticm is a newly ideodfied duombospoodin homotog* 

46, FuB-tengfli PRO1072 Ptohrpepfides 

pj 15 ThepresentinventionprovidesnewlyideadftedaDdisoIatednucleoddeseque^ 
^ referred to in die present application as PRO1072* to particular, .^licaiils have identified and isolated cDNA 
encoding a FROI072 polypeptide, as disdosed in firnh^^ detail m Using BLAST axui 

FmA sequence alignment con^niler programs , Applicants found diat die PROl 072 polypejrtide has significant 
P similarly to variotB reductase proteins. Accordingly, it is presenfly bdfcved diat PRO1072 po^ipeptide 
20 disclosed in the present application is a newly identified member of the reductase protein fomify. 

^ 47. FMHeBgthPR01Q7gy9^Tp^ptf^ 

Ihepreseminvendonprovides newly identified aixi isolated nudeodde sequent 
referred to in die present qiplication as PR0107S. In particular. Applicants have identified and isolated cDNA 
25 encoding a PR01ff75 polypeptide, as disdosed in fordid detail in die Exa^ Usmg BLAST and 

FastA sequence alignment conqmter programs , ARjlicants found fliat the PRO1075 polypqidde has significant 
aunilariiy to protein disulfide isomerase. Accordingj^^, it is presendy believed diat PRO1075 polypeptide 
discfosed in die ptesait ^Ucation is a newfy idenfified meniber of die protem disu^ 
possesses actxvii^ typical of that fiamily. 

30 

48. Fon-lenRth PROm Polypeptides 
llie present invention provides newfy Kkntified and isolated nud^^ 
referred to in die present plication as PR0181. In particular. Applicants have identified and isolated cDNA 
encodmg a PR0181 polypeptide, as disclosed in furdier detail in die Exa^ Using BLACT and FastA 

35 sequence alignment conqniter programs, Ap[*cams founddiat die PR0181 polypeplidehas significant snnilarity 
todiecomidionproteni. Accordingly, it is preseiidy believed diat PR0181 polypeptide disclosed!^ 
application is a newly identified oomichon homology 
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49- F^ilHoigfli PR019S PolvDeiitfdg 
The present invention provides newly identified and isolated micleotkfe segpgnceR enc^ yTi^ pp^ypepHdag 
referred to in die present plication as FR0195. la particular, Aj^licants Imve ideiitiBed an^ 
encoding a PR0195 poljpqptide, as disclosed in furtfaer d^ in flie Bxan^Ies bdow. Hie PR0195-encodtng 
done was isolated from a human fetal placenta library usipg a trappipg tecbmqpe v/iath selects for nucleotide 
5 se^^ioes eiKoding secreted proteins. To Applicants present knowietfee, ttie UNQ169 a)NA26847-1395) 
Bucleotide sequence encodes a novel factor; using BLAST and FascA sequence nTignrro^ conqmter prograrm, 
m sequence identities to any imcwn proteins were revealed. 

50. FuB-jengfli PR Q86S Polvpentktes 

10 Thepreseminvmtkmprovidesiiewlyidentifiedandisolaiednude^ 

referred to in die present plication as PR0865* In particular, A{^l2cants have id^itified and isolated cDNA 
encoding a PRC^ polypeptide, as disclosed in furdierd^ in ti^ The PROSfiS-encoding 

dooe was isolated from a human fetal kidney Uteary using a tc^^ing tedmique which sdects for nucleotide 
sequences encoding secr^ed proteins. Thus, the PR086S-encoding done may encode a secreted Victor. To 

15 ^licants present knowleOge, the UNQ434 (DNA53974-1401) nucleotide sequence encodes a novd fecton 
ushig BLAST and FastA sequence aUgnnKotconqniter programs, no sequeooe identities to ai^ known protems 
were revealed. 

51. Fon4eiigtfaFRQ827PtolvDeiitid£s 

20 The present invention provides nea^y identified and isolated nucleotide sequences encoding polypeptides 

referred torn the present {plication as FR0827. In particular. Applicants have identified and isolated cDNA 
encodu«aPR0827 polypeptide, asdisdosedmlluli^det^ Usmg BLAST and FastA 

sequence alignment computer programs, ^licants fomd that die PRC^7 polypq^ has signifkam similarity 
to VLA-2 and various other integrin {sotems. Accordmgly, it is presently bdkved fliat PR0827 polypeptide 

25 disclosed in die pres ent applicatioii is a novd hitegtin protem or splice variant thereof. 

52* Fnn-lengdi PR01114 PolvDeptides 
The present invendonprovides ne^y identified and isolated nucleotide sequence encoding polypeptides 
referred torn die present application as FROl 114. In particular. Applicants have identified and isolated cDNA 

30 encoding a PR0I114 polypeptide, as disclosed in fordier detail in the Bmi^les below. Usu^ BLAST and 
FastA sequence alignment con^uter programs , Applicants found diat die PRO 1114 polypeptide has g^fnifK^t 
similarity to the cytokme rece^r funily of protems. Accordmgly, it is presendy believed diat PR01114 
polypeptide iSsclosed in tiie present i^yplication is a newly identified member of the cytokine receptor £3mily of 
proteins and possesses activity typical of diat &mily, 

35 Thepresentinventionprovidesnewlyidentifiedaiidisolated^ 

refeEredtointhepresentiCTlicatianasPR01114interfenmiecq>tor(UNQ5^^ LiparticulaccDNA encoding 

a PROl 114 mte^eron receptor polypeptide has bem identified and isolated, a^ 

Exan^^les bdow. It is noted diat ^oleins produced m separate e;?>re^ion rounds inay be ^vend 
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numbers but the UNQ number is unique for any givenDNA and die encoded protein, and will not be cbanged. 

However, for sake of ain^jlidly, in the presem specification tiicprotdn encoded by DNA57(G 

as all finther native homologues aiKl variants included in the forcing definition of PR01114 interfeion 

reogjtor, wm be refeired to as ^PR01114 interferaa receptor", regardless of flidr oripn or mOt of 

preparation, 

5 Using the WU-BLAST2 sequence alignment conq>uter program, it has been found that a fuU-leog^ 

native sequence PR01114 interCenm receptor polypeptide (shown in Figure 142 and SEQ ID NO:352) has 
sequence i&atity with ttie oilier loMwninierferanrece^ AcconHi^gly, it is presently believed that PROl 114 
interferon recq>tor possesses activi^ ^pxcal of other interferon receptors. 

10 53. FM-jength PRQ237 PolvDepfldcs 

The present inventionprovides newly identified and Isolated nucleotide seqiffinces encoding polypeptides 
lefeired torn the present j^pplicatioa as PRQ237. In paxticnlar.^^iidicanls have identified ami isolated 
encodii^ a PRQ237 polypeptide, as disclosed in furdierda^ Using BLAST and FastA 

sequence aligmnent conqniter programs , Applicants fofund fbat the PR0237 polyp^de has significant similarity 

15 to carbonic anlQrdrase. Accordingly, it is prcsenfly believed that PRQ237 polypqrtide dis^ 
ai^lication is a newly identified carbonic anfaydrase homolog. 

54. RiD-lemrth PR OS41 Ptol vpertides 

The present inventionprovides newly identified and isolated nucleotide scquaaces «ux)ding polypeptides 
20 referred to hithepresent^>lrfication as FR0541. In particular, Applicants have identified and isolated dDNA 
eiKX)dingaPR0541polypqrtide.asdisdosedittfur^ Using BLAST and FastA 

sequence alignment con^Hiterprograms, ^licanis found ihattbe PR0541 poIypq)tideha8 significant similarity 
to a trypsin mhibltor protein, Acconlingly. It is presently believed that PROMl poIype|rtide di^ 
present qjplication is a newly identified member of the trypsin inhihi^or protein family. 

25 

55. Fun-length FR0273 Ptolvneptidcs 

Hie present invention provides newly idendfied and isolated nucleotide sequences encoding polypqitides 
reared to in the present s^jplication as PRQ273. In particolar, Aiplicancs have identified and isolated cDNA 
encodipg a PRQ273 polypeptide, as disclosed in furtf^deta^ Using BLAST and FastA 

30 sequwice al ignmenr conq^uter programs. Applicants found diat varimis portions of the PR0273 polypeptide have 
significant sequence identity widi various chemoMnes. Accordingly, it is presently believed that PRQ273 
polyp^tide disclosed m the present aH>licadon Is a newly identified member of the rAftmAirjn^ famfly and 
possesses activity typical of die chemddne iiamily. 

35 56. Fan-kogtfa FRO701 PolvDentiites 

ThepiesentinventionprovidesnewlyideatifiedaxKiisoIatednucleo^ 
referred to in the present qjplicatiQn as PRO701. In particdar. Applicants have identified and isolated cDNA 
€iKX)dingaPR0701polypeptide.asdiscloscdittfarlherdetailin^ Usmg BLAST ai^ FastA 
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sequence alignment con^rater programs, AH>licaats found Ibat variwis portioiis of the PRO701 polypeptide have 
significant homology wifli the loroUghB 1, 2 and 3 and esterases including caibojQresterases and 
acyddiolinesterases. Accoidingly. it is presently believed Ihat PRO701 polypqAide disclosed in die present 
q^lication is a newly itouified member of die iKurdligin family aM is involved in mediatiiig lecognitksn 
processes between neurons and/or fum^ns as a cell adhesin molecule as Is typical of n^uoliglns. 

5 

57. Fon-Iengtfa PRO704 Pdvpeptides 
The present inventionprovides newly identified and isolated nucleotide sequences encodingpolypeptides 
re£:rred to in die present application as FRO704. In particalar».^licanls have identified and isolated cDNA 
encodingaPRO704polypqrtide,asdisclosedinfortberd^ Usiog BLAST and FastA 

10 sequezKe alignnm computer programs, Applicants forni that various portions of die FRO704 polypepdde have 
^ significant homology with the VIP36 and GP36b. Accordingly, it is pres^xtlybelkved dm PRO704 polypeptide 
^ disclosed in die present qijdication is a newly idend&d member of die vesicular imesral membrane protein 
^ lamQy aid possesses die ability to bizxl to sugars and cycle bmre^t^ 
^ of diisliamily. 

Wl5 

Hi 58. Fm-teigfli PRO706 PolYPaiades 

f. The present invention pmvgfes namrly Mi-ntiftpH anri famiafp^ m^rl wwWf^ sfiTifncCT mrodiiig polypeptides 

p referred to in the present qiplication as PRO706. Mparticular» ^licants have icksitified and isolated cDNA 
M encoding a PRO706 polypeptide, as disdosed in fmlfaerdetd Usipg BLAST and FastA 

^ 20 sequence aUgnment ccnnpater programs » ^^jdicants found that various portions of die FRO706 polypeptide have 
^ sequenceldexiti^widithehunmprostaticaddphosphataseprecu^ 

precursor. AcconlingJ^^, it is prcsenfly believed fliatPRO706polypepto 

is a i^ly idesitified inemiber of the human prostatic bsM phosphatase precursor family and possesses 
phosphatase typical of die acid phosphatase &mily. 

25 

59. Fun4aigfli PRO707 PoiYDeiitideg 
The presem invention provides newly identified and isolated nudeotide seq^ 
referred to in dK present q)plication as PRO707. In pardcnlar. Applicants have identified and isolated cDNA 
encodii^ a PRO707 polypeptide, as disdosed in fmtfaerd^ in die Ej^^ Using BLAST and FastA 

30 sequence al i g nment conqpiiter programs, .^[fplicants found diat various portions of die FRO707 polypeptide have 
significant homology with cadherins, particularly cadherin FIBS found in fibroblasts. Accordm^y, it is 
presendy believed diat PRO707 polypeptikb disclosed in die jaesent q^piication is a i»wly identified number 
of the cadherin family and possesses cell interaction signaling typcal of die ca^Qierin &nily. 

35 60. FMl>Iength PR0322 Polvpgrti Asy 

The present invention provides newly identified and isolated nucleotide sequences encoding polypqitides 
referred to in die present ^Explication as PR0322. In particular^ Applicants have identified and isolated cDNA 
encoding a PRQ322 polypeptide, as disclosed in fordid Using BLAST and FastA 
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sequeiicealigmiifiiitcoixqniterprograim, .^iplicaxits found that various pordozis of the PR0322 polypeptide have 
sigoificam homology widi human neuropsin, scxine protease, neurosin and ttypsinotgtn. Acconfiz^gly, it is 
presently believed that PR0322 polypqptide disdosed in the present ai^dication is a newly iftmtippH member 
of the serine protease fieunfly and possesses protease acdvi^ ^rpical of this family. It is also believed diat 
PS0322 is involved in h^>pocan^>ai plasticity and is associated with extracelhilar matrix irKM^ficatroni? and cdl 
migradons. 

61. FuH^ength FROS26 Folviiepddcs 

The present invention provides iiewly identified and isolated nnc 
referred to in the pres6ttq3|dication as PRQ^ In particular. Applicants have identified aiui isolated cDNA 
&icodh^aPR0526polypqytide,asdi8ck>sediafiu1herdetai^ Using BLAST and FastA 

sequ^K^e alignment conqmt^ programs. Applicants found that various portions of the PR0526 polypeptide have 
significant homology widi the acid labile subunit of the insulin-Iifce growth &ctor oon^lex (ALS), as well 
carbojgi)q>tidase. SUT. and platelrt glycQprotem V. Acconfiogly, it is presently believed that PR0526 
polypeptide disclosed hi die present qjplication is a newly identified member of the leucme-r^)eat rich 
soperfazmly, and possesses protein^notein interaction capabilities typical of this family, 

62. FulHeaHth PROS31 Potvpenddfis 

The presem invention {ffovides newly identified and isokted nucleotide seqp^^ 
referred torn the present {plication as FRC^31. In particular, .^^cants have identified and isolated cDNA 
encodhig a PR0531pofy{»ptide,^ disdosed in fiuiher detail m Ush^ BLAST and FastA 

sequoioe alignment conpaterprogran^ .^){^cant5 found that various portions of ttePROSSl polypeptide have 
significant sequoxe identity and slmflanty wMi membCTS of the cadherin siperfiamily^ particularly, prptocadherin 
3. Accordh^y, it is presently believed diatH(0531 polypeptide disclosedmthepresentqjplicatiQnisanewly 
identified number of the cadherin super&mily, and is a protocadherin. PRQS31 is a transmembrane protesn 
wimiL has extracellular cadhi^ moti&. PR0531 is believed to be mvolved m ceil-ceQ activity, m particular, 
ceU signaling. 

63. FoIHengfli PROS34 PolvDeDtides 
Thefnes^inventionpravides newly identified and isolatednucleo 

referred to in die presm plication as PR0534, In particular, Af^licants have identified and isolated cDKA 
encodmg a PRQ534polypqytide« as disclosed in fiirdier detail in die Usix% BLAST and FastA 

sequoice alignn^con^niterprograms. Applicants found that various portions of the FR0534 polypeptide have 
significant identity or similarity with the putative Higiilfiri^ isomerase e£p38 precursor and thioredoxin c-3. 
Accordmgly, it is pres&itly believed that PR0534 polype^de disclosed m the present i^Iication is a newly 
identifie d member of the cfisulfide isomerase fiunily and possesses the ability to recogpize aztd unscramble either 
izdermediate or mcorrect folding patterns tyfncal of diis famity. 

». FulHength PR0697 Polvpcntides 
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The present invaition provides newly ideotified and isolated nucleotide se(piences eocodinig polypeptide 
refeCTedtointiiepresemf^!pH(»ttio3i8sPR06^ in particular/ Applicants have identi&d and isolated 
encodipgaPRO^polyp^tide^asdisctosediafurtherdetanffl UsiAgBIACTaodFastA 
sequence aligon^conqniter programs, Applicants found dial various poiticms of (he FR^ 
significant identity or similari^ wilfa 8FRP-2, sFRP-l and SARP-1, -2 and -3. Aocordiiigjy, it is presently 
believed diatPR0697 polypqKide disclosed in present plication is anewly identifiedmeniber of the sFRP 
femfly and possesses activity related to the Wnt signal pafiiway. 

65. FuMength PR 0717 PolvDeptidcs 

The present invention provides newly identified and isolated wxkclide sequences encoding polypeptides 
referred 10 in the present plication as PR0717. In particular, Ai^licants have identified and isolated cDNA 
encoding a FR0717 polyp^iftide, as disclosed in fordxer detail in &e Bxaxnplss bdow. To ^^licants present 
knowledge, die UNQ385 (DNA5Q988-1326) nudeotiite sequence mxKles a novd factor; using BLAST and 
FastA sequence alignn^ conpiter progranoSt no significant, sequence identities to any kmwa human proteins 
were revealed. 

66. FM-ieiigth PRQ731 Pblvneirfides 

The pres^ invention fffovides newly identified and isolated nuc^^ 
referred to in ti^^oesent application as PR0731. In particular. Applicants have identified and isolated cDNA 
emx>dingaPR073ipolyp^de»asdisclosedinftardierd^intheE^ Usipg BLAST and FastA 

sequ^ice al^nment con^niter programs, ^jplicants found that various portions of die PR073 1 polypeptide have 
significant honxrfogy widi die protocadherins 4, 68, 43, 42, 3, and 5, Accordingly, it is presenliy believed diat 
PR0731 polypeptide disclosed in die present q>piication is a newly identified ntembo* of the protocadherin 
family and possesses cell-cell aggr^tion or signaling activity or signal transduction involvement typical of this 
fanniy. 

67. ffM4engffa FR021^ Polypeptide^ 

The presoit invemion provides newly identified and isolated nucleotide sequences encoding polypepdcfes 
referred to in die present application as PRQ21$* In particular. Applicants have idei^ed and isolated cDNA 
aKX>ding a PRQ218potyp^ytide, as disclosed in furdierd^ The PRQ218-encoding 

clone was isolated from a human ^al Iddn^ library. To Applicants present knowledge, the UNQ192 
(DNA30867-1335) nucleotide sequence encodes a novel fe*or; using BLAST and FastA sequence aHgnrngnt 
computer programs, no significant seqcssDce identities to any known protenis were revealed. Some sequence 
identity was found with moxibrane regulator protdns, indicating that FR021S may function as a memteane 
regulator, 

68. gWengtfaPR0768FblYPeDtidfis 

Thepresoitinventionprov^ newly icientifiedand isolated nucleotide sequence encodii^ polypeptides 
referred to in die present application as PR0768. In particular, AppUcants have identified and isolated cDNA 
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encoding a PR0768polypq)tide, as disclosed iafurtl^ Using BLAST and FastA 

seqpa3cc alignment computer programs , ^^licants found that various portions of die FR0768 polypeptide have 
significant homology with integrins» including integrin 7 and 6. Aooordipgly, it is presendy believed diat 
1^0768 polypeptide disclosed in dte present qjplication is a newly identified member of die mtegrin femily, 
eitter a bonK>Iogue or a splice variant of integrin 7, and is involved with cell adhesion and conmmnication 
between muscle cdls and the extracellular matiix, 

ti9. Fnll-lengfli PR0771 PtolvDeDddes 
The present invention provides newly identified and isolated nucleotide spgjtiences encoding polypeptides 
referred to in the present plication as 1^0771. In particular. Applicants have identified and isolated cDNA 
aicodlngaPR0771 polypeptide, as disdosed hi further d^^ Ush^BLASTandFastA 
sequence alignment con::$nit^ programs* ^^Hcants found that various portions of the PR0771 polyp^tide have 
significant sequence identity and similarity with testican. AccotdiQgly^ it is presently believed diat PR0771 
polypeptide disckmi in die present qylication is a iiewly identified member of 
cell signaling, bmding, or adhesion properties, typical of this family, 

70. F^engfli Fl^QT?? f TPWtf 

The present inventioaprovides newly idendfiedandisolatednucleotide sequences encoding polypqytides 
referred to hi the present i^Iication as PR0733. En pardcular. Applicants have id^itified and isolated cDNA 
emxiding a FR0733polypeptBk, as disclosed to further (tetailt^ Using BLAST axKl FastA 

seqi^nce alignm^ conqmter programs , Applicants found that various portiom of tt^ FR0733 polypeptide have 
significant sequence identity wifli the Tl/ST xecegitor binding protefaL Accordioglty* it is presendy believed diat 
PR0733 polypeptide disclosed m the present application is a newly idendfied member of tbe interleuldn-like 
familybindiogprotdnswhichm^beafTtokmeandwlii^ It is believed that 

PR0733 is an ApoAIV homologue* 

71. FMl'teigtii PR0162 Polypeptides 

The present inventian provides newly identified and i^Iated nucleotide sequences encoding polypqrtides 
referred to in the present ai^licadon as FR0162. In particular* Applicai^ have identified and isolated cDNA 
ftncorting a PRQl 62 polypqidde, as disclosed in fiirtfaer dma in tte Exanq>les below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found that various portions of ti^ PR0162 polypeptide have 
significant homology widi human pancreatitis-associated piotdn (PAP). Applicants have also found that die 
DNA encoding the PR0162 polypej^ has Bignificam homol<^ with bovhie lidK)^^ 
pancreatic thread protein (PTP) . Aocordhigly , it is presendy believed that PR0162 polypeptide disclosed in the 
present application is a newly identified member of t!» pancreatitis-associated protein fmiSLy and possesses 
activiQr typical of the pancreatitis-associated proteki family. 

72* FaB-lengtfaPR07S8R>lYPet>tidcs 
The present inventionprovides newly identified and isolated nudeotide s 
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re£m:ed to in the present q^Iicalicui as PR0788* la particular. Applicants have identified aiid 

eocodizxg a FR0788polyp^tide, as disclosed in fortherd^^ Using BLAST and FastA 

sequence aUgmnent conqnit^ programs , ^jplicants found diat various portions of ti^ PR0788 polyp^de have 

significant homology with flie anti-neoplastic urinary protein. Applicants have also found tbat the DNA 

encoding die FR0788 polypeptide has significant homology wi^ human B48 anxigen» human component B 

prot^ and hmnanpn)state stem ceU antigen. Acoordfaigly, it is {ffesentlybdievedd^ 

disclosed in die pr^ent qyplication is a iKwly identified member of the anti-neopiastic urinary protein fonily 

aiui possesses anti-neopiastic activi^ typical of flie anti-neopiastic urinary proteia family. 

73. r FMI-tengfli PRO1008 Polvnciitldes 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present plication as PRO10Q8. In particular^ Applicants have identified and isolated cDNA 
encodixig a PR01(X)8 polypeptide, as dSsdosed in fiirther deta^ Usix« BLAST and 

FastA seqwnce alignment conqmter programs, .^ipltcants found diat various portions of die PROI008 
pdyp^tide have significant sequoice idoitity and shnilarity with mouse didc-L (mdkk-i). Accordingly, it is 
presently believed diat PROIOM pdypeirtide disdosed in the presem q^^^ 
of the dkk-i family and possesses head M^mg activity QFpical of diis famify. 

74. Fun4eiigth PRPmi^ iViryp^'^ 

Hie present invaoticm ^ovides uewiy identified and isolated nucleotide sequ^ic^ encodiog polypeptides 
refenedtoiii^preseat^licationasPRO1012. biparticttlar, Applicanis have identified and isolated cDNA 
encoding a PRO1012 polypef^ide, as disclosed in fimher detail in die Exaxiqiles below. Using BLAST and 
FastA sequeiK^e aligmnem computer programs, Ai^ilicants found that various portions of the FRO1012 
polypeptidehavesequence identity wiiiidisulfideisomerase- AccordingJy,itisiffesaitlybdieveddiatPRO1012 
polypeptide disclosed in the present {plication is a newly identified m^^ 

and possesses activity related to the processing, production and/or folding of polypeptides typical of the disulfide 
isomeiase £mily. 

75. Rin^length PRO1014 Polvpeirfides 

The present inventionpiovldes newly identified azid isolated nucleotide sequences encodiQgpolypeptides 
referredto in die present ^yplication as PROI014. In pardcular. Applicants have identified and isolated cDNA 
eiK^odiog a PRO1014 polypeptide, as disclosed in fi^^ Usuig BLAST ami 

FastA sequ^ice aUgnm^ conqnxter programs, Apfdicants found diat various portions of die PRO1014 
polypeptide have sequex^ identity with reductase and dehydrogenase. Accordingly, it is presently bdieved that 
PRO 1014 polypeptide disclosed in die present applicatbn is a newly idoitified mendier of tte reductase siq»er 
family and possesses reduction opabilities typkal of diis &nily. 

76. FnlHength FRO1017 Polypeptides 

Tbepresent iixvo:itionprovides newly identified and isolatednucleotide sequences encoding polypeptides 
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referred to in d^ present plication as PRO1017. In particQlar» Applicants have identified and isolated cDNA 
eiuxMiing a PRO1017 polypqttide, as disclosed in further detail in the Exanq^ below. Using BLAST ami 
FastA sequence alignment conoputer programs. Applicants found diat various portions of die PRO1017 
polypeptide have sequeiM identity with HNK-1 sulfotransferase. Accordingly, it is presently believed that 
PROI017 polypeptide disclosed in the present ^licatkm is a ne^y identified member of the HNK-1 
5 sulfotransferase £amify and is involved with the synthesis of HNK-1 carbohydrate epitopes typical of this family. 
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77, FnlHtogth FR0474 Pplviittifides 
The present invention provides newly idendfied and isolated nucleotide sequence aioodmg polypepdcte 
referred to in die present application as PR0474. In particular. Applicants have identified and isolated cDNA 
10 enoodmg a PR(M74polypeptide» as disclosed in further detail i^ Using BLAST and FastA 

sequence alignment conqniter programs » A{^licants found that varicms portions of the PR0474 polypeptide have 
sequence identity with <fehydrogenase, glucose ddiydro^iasean^ Accordiagly,itispresQitly 
believed that PR0474 polyp^tide disclosed in the present application is a ne^y identified member of the 
dei^drogenase &mily and is involved in die oxidation of glucose. 
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™ 78. FttB4aigfli PRO1031 Polvpaitides 

a The present inventionprovides newly identified and isolated nucleotide sequences encodingpolypeptides 

^ referred to in the present ^)plication as PRO1031. In particular, ^^licants have idendfied and isolated cDNA 
eiKXKUng a PRO1031 polypeptide, as disclosed in furdier detail m die £xan:^>Ies below. Using BLAST and 
tH20 FastA sequence alignment conqmter programs, ^^Hcants found that various portions of the FR01031 

polypeptide disclosed m the present application is a newly identified member of the cytokine family and dms ismy 
be involved in inflammation and/or the immune system. 

25 79. F^IHenyt^ ¥f{Om PplYpeptf^ 

The present inventianprovides newty identified and isolatednudeotide sequences enoodmg polyp^tides 
referred to in the present application as FR(^8. In particular. Applicants have identified and isolated cDNA 
encodmg a PR0938 polypeptide, as disdosedm furdier detail in die Exam^ Using BLAST and FastA 

sequence alignment conqmter i»x>granis, ^^licants found that die PR0938 polypeptide has significant shsilarity 

30 to protem disulfide isomerase. Aooordhis(ly, it is presently believed that PR0938poIypqpti^ 

present application is a newly identified member of the diioredojdn femifyprotems and possesses activxty epical 
of protein disulfide isomerase. 



80. Fun-IenRth m>%m l^YP^^Pm 
35 The present mventionprovides Mwly identified and isofatRdimdeotide sequences encodirig polypeptiites 

referred to in the present application as ntO1082. In particular. Applicants have idpntified aitd isolated cDNA 
encoding a PRO1082 polypeptide, as disclosed m further detail in die £xanq>les betow, Usmg BLAST and 
FastA sequence alignment conpit^ programs, ^^iicants found ftat various portions of the ?ROlQS2 
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polyp€}]tiik have seqaence identity with a lecdn-Iike oxidized IDL recqitor ^:peanng in the database as 
"ABOIOTIOJ". Accordingly, it is piescsidy believed that PROIOSZ pdypqrtide disclosed in Ihe pieseot 
application is a newly identifed member of die LDL recqrtor &mily . 



81. lji^T^-|i»^t^ FRO1083 Polvpepades 
5 Thepiesentinventionpnividesnewiyidemifiedaxidisolal^ 

referred to in Ihe present qiplication as PRO1083. In particular* Applicants have identified and isolated cDNA 
encodiiig a PRO1083polypq)tide, as disctosed ill further d^ai^ ThePR010S3-encoding 
ckme was isolated &om a human &tal kidney library nsiog a trying technique whidi selects for mideotide 
sequences encodixig secreted proteins. To Applicants present knowledge, the UNQS40 (DNAS0921-1458) 
10 nucleotide sequence mx)des a novel £»:tor,usii%BIASTaiKlFastAseq^ 

some sequence xdentiQr with a 7TM receptor, latrofdulin related protein I and a macrophage restricted cell 
surface glycc^rotein was shown. The kinase phosphoiyladon site and G-coiqiled recq>tor domain shown In 
^ Figure 204 indicate that PRO1083 is a novd member of the TTMrecqitor 81^^ 

m 

ryl5 82. FDlHqigthPRO20QPblYPaitides 

^ Thepresentinventi(Hiiaovides newly identified andisolated nucleotide sequenceseocodingpo^peptid^ 

3 referred to in dte present apf^cadon as VECH'-B. In particular, .^^licantB have idendfied and isolated cDNA 

^ encoding a VEGF-B polypeptide, as disclosed in fiuli^ detail in Using BLAST sequence 

O 

aligon^ computer programs. Applicants found tiiat the VEGF-E polypeptide has significant hunnolpgy widi 

^20 VBGF and bone morphogeiKdc protein 1. In particular, the cDNA sequence ofVEGF-Ee^dubits 24% ammo 

similarity widi VEGF and has structural conservatioaL In addition, VEGF-E contains a N-temdnal half 

which is iK>t present in VEOF and that has 28% honK}l(^ to bone morphogenedc {00^ 



83* RtB-Iatgth PRQ285 and PRQ286 PoTvncptidcs 

25 The present mventionprovides newly fdffltffiftd aiKiisolated nucleotide sequences eocodingpolypepddes 

referred to in the present application as PR028S and PR0286 In particular, .applicants have identified and 
isolated cDNAs encoding PROZSS and PRQ286 polypeptides, as disd(^ in furdier dmil in die Exan^les 
below. Ush% BLAST and FastA sequence alignment ompiter programs* Ai^licants found dmt the codh:tg 
sequences of PRQ28S and PR0286 are highly honu)logous to DNA sequences HSU88540_1, HSU88878_1, 

30 IKU88879J, HSU88880J, and HSU8888I_1 in the GenBank databasc. 

Aocordingly, it is presently believed that die PR02SS and PRQ286 protdns disclosed in die present 
application are newly identified human homologues of the Drosophila protem Toll, and are likely to play an 
important role in adqj^e immunity. More specifically, PRQ285 and PR0286 may be involved in 
inflammation, sqitic shock, and response to pa&ogens , and plff^ possible roles in diverse medical conditions that 

35 are aggravated by immune response, such as, for exam^, diabetes^ ALS» cancer, rheumatoid arthritis, and 
ulcers . The rob of FRQ285 and FR0286 as pathogen x>attem recogn^ion receptors, sensing the preseooe of 
conserved molecular structures present on microbes, is further supported by the data disclosed in the present 
q^Ucation, showiog diat a known human ToU-lilQereoqHor, TLR2 is a direct inediator of 
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84. F^iI14eiigth PRQ213-1, PR0133Q mi d PR01449 PolYDCPddes 
The pteseot invention provides newly ictenttfied and isotatcd rmclcotidc sa^xopes encoding podypeptkks 
leferced to in the present application as PR0213-1 , PRO 1330 and/or PR01449. In particalar, cDNA ^Koding 
a PRQ213-1, FROI330 ai^or PR01449 polypeptide has been identified and isolated, as disclosed in fiirdier 
detail in tiie Exan^les below. It is noted diat proteins pn>duoed hi separate e^qrression nni^ 
different PRO numbers but the UNQ nnmber is unique for ai^ given DNA and the encoded pzotein, and will 
notbecbai^. However, forsakeofsinqdicrty.inthepresetits^^ 

1163-1, DNA64907-1163-I and DNA6490S-1 163-1 as wett as all further native homologues and variants 
inchided in the for^iag definition of FR02 13- 1 , PRO1330 and/or PR01449, wiO be referred to as "PR021 3-1 . 
PRO1330 and/or PR01449", regardless oftteirori^n or node of preparation. 

S5. Fun-4ength PR0298 Polypeptides 
Tbt present invention provides newly identified and isolated nucleotide sequecoes encodii^ polypqddes 
referred to in &e present q>plication as FRQ298. (It is noted that PR0298 is an arbitrary designation of a 
protein encoded by the nucleic acid shown in Hgore 21 8« SEQ ID NO: 5 14, and having Ihe amino acid sequezK:e 
shown in Figure 219, SEQ ID N0:S15. Furdierprotdns having the same amino acid sequence but eaqpressed 
hi diffierent rounds of e;q)ressioa, may be given differeia "PRO* numbers.) 

In particular. Applicants have identified and isolated cDNA encodmg a PR0298 polypeptide, as 
discIosedinfurtherdetailhitheExan^Ies below. UatngBLASTX2.0a8MP-WashUcQnqn]terpcogrBm,socdng 
parame^: T»12, S=68, S2«^36, Matrix: BLOSUM62, Applicants fouzKi that tl^FR0298prmeinspecifically 
disclosed herein shows a Ihnzted ^-38 % } sequence Identity with (he following sequences found in die GoiBahk 
database: S59392^baWe membrane protein YIja46w- yeast): SM^ 

yeast); CELF33D11_9 a^3Dll,9b - CaenorfaabdMs elegans);, Y041_CAEEL (hypothetical 68.7 kd protein 
zk757. 1); CEAC3_S (AC3.4 - Caoiorfaabditis elegans); S52691 (probable transmeoabrane protein YDR126w - 
yeast); ATT12H17_14 protein - Aiabidppsis thaliana); S5S963 (pnt^le notembrane protein YNL326c - yeast); 
CELC43H6_2 (C43H6.7 - CaeiK>rhaibditis elegans); TM:018A10_14 (AJTMOISAIO.S - AiabiiKJsa thaliana). 

86. Ftfl4engthFR0337Pdvi>eirtid« 

Hie present inventionprovid^ newly identified and isotatednudeotide sequences extcoding polypeptides 
30 referred to in d^pres^^lkation as PR0337. In partioilar. Applicants have identified and isolated cDNA 
eiicodingaPR0337po^peptide,asdisclosedinf^^ Usmg BLAST, BLAST-2 

and Fas tA sequence aligmnent conqniter programs , A^^Iicants found diat a fuU-teOigth native sequence PR0337 
has 97% amhK> acid sequence identity with rat neurotrimin, 85% sequence identity widi diicken CEPU, 73% 
sequence identity with chii^en G55. 39% homology with human LAMP and 84% homology with human 
3S OPCAM. Aooordnigjiy, it is presently believed that PR0337 disclosed in the pres^ plication is a n^ly 
identified ixtember of the Igl^ON sub fimuty of the im^^ 

and difietentiation potentiatmg properties* 

t 
I 
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87. Fnn-4cngtfa PR04e3 PolYPeiiddes 
The present invention provides newly kUaidficd and isol a ted imclcotidc scqucoccs encoding polypeptides 
iiefentd to in the present applicatton as PRO403. In paiticulta:. Applicants have identified and isolated cDI^ 
encoding a PRO403pofypq^de» as disclosed in forl^ UsmgaBLAST.BLAST- 
2 and FastA sequence alfgnrnent oonpxter programs, ^ipllcams found that a fiill-length native sequence FRO403 
5 has 94% iifenti^ to bovine ECB*2 and 64% identic to hnmanECE-L Accordiqgly is presently believed that 
FRO4(0 is a new noento of the ECE protein family and may posses al^^ 
endothelin. 

B. PRO Polvpqnide Variants 
10 in addition to the fuU-lengdi native sequence PRO pol]ypeptides described it is contemplated that 

_ PROvariantscanbeprepared. PRO variants can be prepared by introduciogi^ipropri^ 

Q 

thePRODNA, and/or by synthesis of the desired PRO polypeptide. Those skilled in the art will appredaiediat 
€ arnbu) acid chapges may alter post-translational processes of die PRO, sodi as chaogiQg the number or position 

g 

Ill 15 Variations in die native fuU-loigih sequence PRO or in various don^^ 

fi can be made, lor exan^le, using any of die techniques and gdddines for conservative and non-conservative 
5 mutations set fordu for instance, in U.S. Patent No. 5,364,934. Variatioasmay be a substitution, deletion or 

^ ins^don of one or more oodons ^icodtag die PRO diat results in a diange in die amino acid sequence of die 
^ PRO as con^aredwidi die native sequence PRO. O^naUy die variation is by substitution of at least one amino 
Ul 20 add with any other amino add in one or more of die domains of the PRO. Guidance in detemdning wt^di 
amino acid residue may be inserted, substituted or deleted widiouta^ 

be found by con^Kuing die sequence of die PRO widi dial of hoiiK>logous known protein moleoiles ai^ 
nitnTmi?;fng the number of amino add sequence changes made in r^ions of high hamology. Amino add 
substitutions can be die result of rqilacing one amino acid widt another ammo acid having similar structural 
25 and/or diemical properties, such as the replacement of a leucine with a serine, i*e., conservative amino add 
i^lacements. Xhserdonsordeletioxisnmyopdonallybeintheraqgeof aboutl to5^^ Thevariadon 
allowed may be determined by systematicaHy making insertions, del^i^ 

sequence and t^dng die rating variants for acdvlQr exhibited by die fidl-Iei^ or mature native sequence. 
PRO polyp^Aide &^gment8 are provided herein. Sudi fiagoients may be truncated at the N*teiminns 
30 or C-terminus, or may lack internal residues, for example, when cosapsred with a fioU lengdi native protdn. 
Cotain firagments lack amino add residues diat are not essential for a d^ired biolpg^ acdvity of the PRO 
polypq>tide, 

PRO fragments may be prepared by axiy of a number of conventional techniques. Desired peptide 
fragmraits may be chemically synthesized. An altemadve q^ach involves generating PRO fragments by 
35 en2ymatic digestion, e,g. , by treating the protein widi an eoiyme known to cleave proteins at sites defined by 
particular amino add residues, or by digestiAg die DNA with suitable restriction enzymes and isolath^ die 
desired fragment Yet anodier suitable tedndque invdves isoladng and an^Ufyi^ 
a desired polypeptide fragment, by polymerase chain reaction (PGR), QKgpgucleotidesdiat define die desired 
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tenninioftfaeDNA&agaieataxeeaqpi^ Prcferably, PROp(dypqptide 

fragments shaie at least one biological aod/or immunologic&l activity with die native PRO polypeptide disclosed 
hexein. 

Iapaitu»ilarea]ix)dimems, conservati^ 
of preferred substitutiODS. If such SBbstitotionsresiiUiii a cMi^g^ia biological activ^ 
cfaaoges* desKmnoated exenaplaiy sulstitutioos in Table 6» or as further described below in refeieiu^e to amino 
acid classes, are introduced and tte products screened. 
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Table 6 



QrigiDal 




Prefened 


Residue 


Substitutions 


Substitutions 


Ala(A) 


val; I^; ile 


val 


Aig(R) 


lys; gin; asa 


lys 


Afin(N) 


^ his; lys; arg 


gfai 


Asp(D) 


ghi 


ghi 


Cys(Q 


ser 


ser 


can(Q) 


asn 


asn 


GIu(^ 


asp 


asp 


GIy(G) 


pro; aia 


ala 


HbOi) 


asn; ghu lys; aig 


arg 


Bed) 


lea; val; met; ala; phe; 






norleudne 


leu 


Leu(L) 


norleudne; ile; val; 






rp^l ala; pthe 


ile 


Lys(K) 


arg; gb;a$n 


aig 


Met(M) 


leu; phe; He 


leu 


PheOP) 


leu; val; Qe; ala; tyr 


lai 


Pro(P) 


ala 


ala 


Ser(-S) 


thr ^ 


&r 


Thrff) 


ser 


ser 


Tip(W) 


tyr; phe 


tyr 


Tyr{Y) 


frp; phe; &r; ser 


phe 


Val(V) 


lie; leu; nset; phe; 






ala; norleudne 


1^ 



Substantial modificatlQns in&ncticHior inunniu>logical identi^of the PRO polypeptide are ^xon^lished 
by selecting stfetitutions that differ signi ficantly in their effect on maintaining (a) the structure of ttte polypeptMe 
baclcbone in ^ area of substitution, for example, as a slm or helical conformation, (b) charge or 
hydropholncijy of the molecule at ihe target site, or Naturally occurring residues 

are divided into groups based on ccHumon side^iam properties: 

(1) hydro^iobic: norieucioe, met, ala, val, leu, ile; 

(2) neutral hydrophilic: cys, ser, dxr; 

(3) acidic: a^, glu; 

(4) basic: am, gin, his, lys, arg; 

(5) residues that influence chain orientation: g}y, pro; ami 

(6) aromatic: tip, tyr, phe. 

Non-conservative substitutions will entaO escchang^amember of one of tiiese classes for another class, 
Siich substituted residues also may be mtroduccd into the coiiservat^ 
the r^naining (nozhconserved) sites. 

The variations can be made using m^hods known in the art such as oligomideotideHnediated (site- 
directed) mutagenesis, alanine scanniz^ and PGR mutagenesis. Site-directed mutagenesis [Carter etal.,Hu^ 
Acids Res,. 1^:4331 (1986); ZoUer est al., Nucl. Acids Res.. 12:6487 (1987)], cass^ mutagenesis [Wells et 
al.. Gene . 34:315 (1985)]. restrictiott selection mutagenesis [Wdls ^al., Phflos. Trans. R. Soc. London SerA. 
317:415 (1986)] or odier known techniques can be performed on the cloned DNA to produce die PRO variant 
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DNA. 

Scanoipg flmfnfi acid analysis can also be eii^>loyed to identify one or more fflrrirwi adds aloQg a 
contiguous sequence. AnsoQgdiepre&rredscamiix^amino^idsaiercladvdysmaUyne^^ Such 
anuno acids inchzdealaiiine, glycine, serix^) and cysteine. Alanine is ^icaHy a ponefetredscamiing amino add 
among Ihis group because it elmrimteft the sidc<ih^ 

chain conformatioa of tiie vaiiant [Cunningham and WeOs, Sdence^ 244: 1081-1085 (1989)]. Alanine is also 
typicaUy preferred because it is the most common amino add« Finlfaer, it is freqi^y found in bofli buried and 
eiiposed positions [Crei^mm, The Proteins. (WJI. Freeman & Co., N.Y.); Ctolfaia, J. Mol. Biol.. 150: 1 
(1976)]. If alanine substitution does not yidd adequate amounts of variant, an isoterica^ 

Coval^ modifications of PRO ate induded within the scope of dusin^eotion^ One type of covalent 
modification inch^ tesctisig targeted amino add residues of a PRO polypepti(te widi an organic derivatiziog 
agei^ that is c^ble of reacdi^ with selected side diains or the N- or C- t^minal residues of the PRO. 
Dezivatization with bifitnctional agents Is meful, for instance, for crc»slinkix^ PRO to a water-insoliMe stq^rt 
matrix or sur&ce for use in the n^thod for purifying anti-PRO antibodies, and vice-versa. Commonly used 
atmlinklng agents indude, e.g., i,l-bis(diazoaoetyl>-2-phenylethane, glutaral<kihyde, N-faydrojysiicdnfniide 
esters, for exanqile, esters wxdi 4-a2idosa]icylic add, homobifimctiflfnal imidoesters, including disucdnimi^ 
esters such as 3,3'Hjiiduobis($uccniimid7lproinonate), bifunctional malefmides such as bis-N-ina!eimiik>-l,8- 
octane attd agaits sudi as m^yl-3-[(p-azid(9bei]yl)didib]propioinudate. 

Odier modifications indude deamidation of glutaminyl and asparaginyl residues to die correspCMiding 
giltttamyl and aspartyl residues, respectivdy, hydroxylatton of proline and lysine, phosphorylation of hydroxyl 
groq>s of s^l or threonyl residues, n^dqrladon of die a^^mino groups of lysine, arginine, and histidine side 
diains fT.E. Crdgjbum, Proteins: Structure aiKl Molecular Properties. W.H, Freeman & Co., San Francisco, 
pp. 79-86 (1983)3, acetylation of the N-terminal amine, and amidation of any C-tenninal carboxyl gnnq>. 

Anodier type of covalent modification of the FRO polypeptide induded widiin the scope of this 
invention conqirlses altering the native glycosylation pattern of the polypeptide. "Alterix^ the native 
gilyoosylation pattern" is intended for purposes herdn to mean ddetipg one or n^ 

in native sequence FRO (either by removmg die underlying glycosylation site or by deleting die glycos^adcm 
t^chemica! and/or enzymatic means), and/or addiQg<me or more glycosylation sites dxat are not present in 
native sequmre PRO. In addition, the phrase qualitadve diapges in d^ ^yoosylation of the native 

proteins, involving a chan^ge in the nature and proportions of the various cait^^ 

Addition of ^ycosyMon sites to die PRO polypeptide may be acconqilished by al^^ 
sequence. The alteration may be made, forexanqile, by tiie addition of, or substitution by, one or more serine 
or threonine residues to die native sequence PRO (for O-linbed glycosylation sites). The PRO amino add 
sequence may optionally be altered dirou^ chaises at the DNA levd, particularly by mntntin^ the DNA 
encoding the PRO polypeptide at preselected bases such that oodons are generated that wiQ tramlatc into the 
desired amino acids. 

Another means of increasing die numb^ of carbohydrate mollies on d» PRO polypeptide is by 
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dieaucal or enzymatic oov^Iix^ of glycosides to tbe polypeptide. Such methods are described in the art, e*g«f 
hi WO 87/05330 published 11 Scftonbcr 1987, aodmApImand Wiistoiu CRC Crit, Rev. Blodiem,, pp. 259- 
306(1981). 

Removal of cacboliydratB moieties pieseoi on the PRO polypqitide may be flrmrnp^jghf^ cbemically 
or ezizymadcally or by mnraTlnnal substitiitlanof codons et^oding for amino acid residues that serve as targets 
5 for i^ycosylaticHi. Qiemicai de^glycosyMontedmiqoes are known in the art 

Hakinmddi n , et al.. Arch. Biochem, BioDhvs.. 25^:52 (1987) and by Ed^ et al.. Anal Biftrh^ 118:131 
(1981). Enzymatic cleavage of cai)x)hydrBteinoieties on polypq^ 

of emlo- and exo-glycosidases as tocribed by Thotaknia al.» ^/ft^ KnTymoL. 138:350 (1987). 

Another Qrpe of covalent modific^ion of PRO comprises lintdog the PRO polypeptide to one of a vari^ 
10 of noE^noteinaceous polymers, e,g„ polyeftylttie glycol (PBG>, polypropylene ffycol, or potyojgradtyknes, m 
tbe manner forth mU.S. Patent Nos. 4,640,835; 4,496,689; 4,301,144; 4,670.417; 4,791 ,192 or4,179337, 

O 

2 The PRO of fhs present invention may also be modified in a way to form a dumi^ mokcule 

conq)risu^ PRO fosed to anotto^, hetmlogous polypeptide or anuno acki sequence. 
^ In one enibodiment, such a chimeric nK)lecule ocmqdses a fi^ 

fyl5 ^cbprovidesanepitopetowhidiananti-tagantibocl^canselecdvelybhid. The q>itope tag is generally placed 
^ at the amino- or carboxyl- terminus of the PRO. Tbe presence ofsuche^ritope-tag^fornisofttie PRO can be 
^ d^ected using an antibody against the tag polypeptide. Also, provision of the epitope tag enables the PRO to 
M be readily purified by afOnitypurifik^aticmiising an antirtag^^ 

^ to tbe epitope tag. Various tag polypeptides and their respedive antibodies are wdlkinwn in ^ Exanqries 
lfl20 itKlude poly-histidme (jpoly-his) or poly-histidino-glycme (poly-his-gly) tags; tbe flu UA tag polypqrtide and its 
g antibody 12CA5 [Field et aL. MoL C^efl. Biol.. g:2159-2165 (1988)1; the innyc tag and flie 8F9, 3C7, 6B10, 
(34, B7 and 9E10 antibodies thereto [Evan et al.. Molecular and CeMar Bioloev. 5:3610-3616 (1985)]; and the 
Herpes Sin?)lexvini8 gJycoprotdnD (gD) tag and its antibody [Piborsl^e^ JpKtfeiT^ PjiyrfywyinfT 2(6):547- 
553 (1990)]. Ohsr tag polypeptides inchide tbe Flag-i)eptide [Hopp et aL, BinTtyhnntiypY fi:1204-i210 
25 (1988)]; tf» KT3 egttape peptide [Martin et al.. Science, 255 : 192-194 (1992)]; an «-tubulia epitope p^dde 
[Skfamer et al., J. Biol. Chem.. 26g: 15163-15166 (1991)]; and the T7 gene 10 protefai peptide tag [Lutz- 
Freyermudi et al., Proc, Natl. Acad. Sci. USA. 87:6393-6397 (19^)]. 

In an a&emative embodhnent, 6e diimi^ molecule may connprise a fusion of dse PRO with an 
imnianoglobulinoraparticulartegioaofanimniunogk)^^ ForalOTalentfonnofthechimericmolecule(al50 
30 referred to as an *inimmfcoadhesin*^,sudi a fusion could be to ThelgfUsions 
preferably indu^ die substitution of a soluble (transniembrane domain deleted or i]::QCtxvated) form of a PRO 
polypeptide in place of at least one variable region within an Ig nK>lecule. In a particularly preferred 
embodiment, die immuiK^obulin fusion inchides die hinge. CH2 and CH3, or thehmge, CHI, CH2 and C3I3 
regions of an IgGl molecule. For the production of immunogldralio fusions see also US Patent No. 5,428, 130 
35 issi^ June 27, 1995. 

D. Prg>aratiQnofPRO 

The descr^Hion below rdates primarily to production of PRO by cultarh% ceUs transfonned or 



184 



transfected wiih a vector containuxg PRO nuddc acid. 1^ is. of oooxse, conteo^Iated that akeraative mediods, 
M^iidi are well known in the art, may be en^Ioyed to prepare PRO. For instance, the PRO sequence, or 
portions thereof , may be pnsdiKred by direct pqrtide ^rn^is usii^ solid-f^^ e.g., Stewart 

etal., Solid-Phase Pteptide Svntiliesis, W.BL Freeman Co., SanFramasco, CA (1969); Mmifidd, J.AnLOiem. 
Soc.. 85:2149-2154 (IS^)]. In -ntro protein synthesis may be perfomuBd using manual tedmiques or by 
5 automation. Automated synthesis may be accomplished, for instance, using an Allied Biosystems Peptide 
Synthesizer (Fbster City, CA) using manufacturer's instructians. Various portions of the PRO may be 
cfaem2ca^y synthesized separatdy and combined using 
PRO. 

10 1. Isolation of DNA Encoding PRO 

DNA encodii^ PRO may be obtained from a cDNA library prq)axcd from tissue believed to possess 
Oe PRO mSNA and to e:ipress it at a detectable levd. Accordingly, hunsm PRO DNA can be conveniently 
^ obtmned from a cDNA library prepared from human tissue, sudi as Ascribed in fte Exanq>Ies. The PRO- 
^ encodiiig gene may also be obtained from a genomic libraiy or by known syi^^ automated 
15 nudeic acid synthe^). 

€ libraries can be screened witibi probes (such as antibodies to the PRO or oligonudeotides of at least 

about 20-80 bases) designed to idei;tfify the gene of intetest or the protein oicodedl^ Screening tiie cDNA 

M= or genomic libraiy wiih the selected probe m^ be conducted using staiulard proce&ires, such as described in 

D 

r? Sambrook ^ al. , Molecular ( Tf^nln^- Laboratory Manual ^ew York: Cold Spring Harbor Laboratory Press, 
y]20 1989). Analteniative means to isolate the gene eocodn^ PRO Is to use PCR mediodology [Sambnx& &, al., 
0 snpra: Dieffenbacfa et al.. PCR Primer A Laboratory Mamial f Cold Soring Harbor Laboratory Press. 1995)]. 

TheExanqdesbelowdescdbetedtaiquesforscreemi^acDNAl^ Ibeoliigbnudeotide sequences 
selected as probes should be of sulBHciept lengfli and sufficiently unambiguous dat false positives are mmfmized. 
The oligonucleotide is preferably labeled sudi that it can be detected i^xm hybridization to DNA hi die library 
25 being screened. Mediodsoflabdingarewdlknowninthearc,andinchidetheuseofradicM)d5l^ 

ATP, biotinyMon or coaymQ labelii^. Hybridization conditions^ inchiding moderate stringency ami 
stringency, are provided in Sambrook tt al.. supra . 

Sequences identified in such library screening methods can be con^iared and aligned to oth^ known 
sequences (^posited and available in public databases such as GenBank or other private sequence databases. 
30 Sequetice identity (at either ilieaniku> add or nm^eotidelevd)widi^ 

the fuU-leogth sequence can be determined usiog methods known in &e art aid as described herein. 

^^e^c acid havixig protein codii^ sequence nmy be obtained by sopeexi^ 
libraries using the deduced amino acid sequ^ice disclosed herein for the first time, and, if necessary, using 
conventional prio^r extension procedures as described in Sambrook et al., supra, to detect precursors and 
35 processing intermediates of mRNA diat may not have been reverse-transoibed into cDNA. 

2. Selection and Transformation of Host Cells 
Host ceOs are transfected or transformed widi ^qpression or cloning ve^ors described herein for PRO 

185 



production axx! cultuied in conventional Tmtrieiit media modified as spgrapnatt for inducing piomoteiS) sdecdng 
transfonuai!ts»oranqilifyix^lhegmesetKX)di^ The culture conditions^ such as osedia, 

ten^eratms^pH and the like» can be sdecced by fte skilled arti^ Ihgeneral» 
principles, protocols, and practical tecfaniqiTO for tnaxmi^^ ^ prodnctivi^ of ceQ culttues can be found in 
Mamnialiitnr^llRiftf«rfini;ylogv: a Pcacd cal AumoactL M. Butler, ed. ^RL Pxess, 1991) and Sambrook et aL, 
supra . 

MeSiods of eulotryotic cell transfectioii and prokaryotic cell transfbzmation are known to the ordinarily 
skilled artisan, for exanq)le,C^C]2>CaP04«lgiosonie-inediated and el^^ Depem&g on tiie host cell 

used, transfornffltion is performed using standard teclmiquesap^ The calcmmi treatment 

eniploying calcium dHoride, as described in Sambrook et aL , suora, or electroporatioa is geoexally used for 
prokaryotes. Mection with Agrobacterium twnefixdens is used for transformation of certain plant cells, as 
described by Shaw etai.. Gene, ^:315 (1983) and WO 89/05^59 published 29 line 1989. Fbrmammalian cells 
without such cell walls, the calcium ^losphate precq)itation method of Graham and van der Eb, Virology. 
^:456-457(1978)canbe«]:q)loyed* General aspects of mammalian cell host system trans&ctions have been 
described in U.S. Pat^ No. 4,399,216. Transformations into yeast arc typically carried out according to the 
method of Van Solingen^al.. J. Bact.. 130 :946 (1977) and Hsiao etal.. Proc. Nad. Acad, Sci. OISAV 76;3829 
(1979). However, other metlK)ds foer introdudiig DNA into cdls, sucb as by nuclear miminjection, 
electroporatbn, bacterial protoplast fosicm wxdi intact cells, or polycadons, e.g. , polybrene, polyomithine, may 
also be used. For vadous techniques for transfonning mammatfan cdls, see Keown et al., Mefeods in 
^gyiPology^ 185:527-537 (1990) and MsnsGm ct al., N^. 336:348-352 (1988). 

Suitable host cells for dpnipg or expressing the DNA in die vectors herein include prokaryote, yeast, 
or higher eukaryote cells. Suitable prokaryotes include but are not limited to eubacteria, such as Gram-negative 
or Gram-positive organisms, for cxanqile, Boterobacteriaceae socli as £. coB. Various £. coU strams are 
publicly available, such as E. coU K12 strain MM294 (ATCC 31,446); E. coU X1T76 (ATCC 31,537); E. coU 
strain W3110 {klCC 27,325) airi K5 772 (ATCC 53,635). CWier suitable prrfcaryotic host cdls inchide 
Enlm>bacteriaceae sudi as Esdieridda, e.g., E. coU, Baerobacter, Erwinia^ Klebsiella, Prat&iS^ Salmonella^ 
e.g., Salmon^ typhinmrium, Serratia, e.g., Serratia marcescans, and Shigella^ as well as BadlB such as B, 
subtms aM B. Uchet^orms (e.g-, B. Uchenifbnms 41? disclosed in DD 266.710 published 12 Aj^ 1989). 
Ps&idom<mass}xchs&P. aemffnosa^mi&reptoa^ces. Ibese examples are ilhistrative rather ftan limiting. 
Strain W3110 is one particularly piefened host or parent tost because it is acomx^ 

DNA product formentations. Preferably^ ftig h^st gegretat tntntrnftT flmnmntg nf prfft^iytic enzymes. For 
example, strain W3U0 may be modified to effect a genedcuxutatbn in the gesaeseocodi^ 
to die host, with exanq>les of such hosts indudingE. coU W3110 strain 1A2> which has the CQnq>le{e genotype 
tonA;E. coZf W3n0 strain 9E4, M^cli has the con5>lete genotype r^w^ ptr3;K coif W3110 strain 27C7 
(ATCC 55,244), which has the con^>Iete genotype tanA ptr3 phoA E25 (argF4ac)l69 degP ompTkoifi E, coU 
W3110 strain 37D6, which has die can?>Iete genotype u^nA ptrSphoA E15 (argF4ac)169 degP ompT fbs7 
UvG karf; E. call W3110 strain 40B4, vMch is stram 37D6 with a nourkanamychi resistant degP deletion 
mtttatk>n; and an E. coli stram having mutant periplasmic protease disclosed in U.S. Patent No. 4>i6,7S3 issued 
7 August 1990, Alternatively, in vitro m^hods of doning. e.g., PGR or od^r nudeic add polymerase 
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leactioDs, aie suitable. 

In addition to prokaryotes, qikaryodc microbes such as filaniemTaus fungi or yeast are soitable clonigg 
or expression hosts for PRO-encodiog vectors. &xccharcm^ciscerevisiaei&SiCi^^ 
bostmicroQtsaDisaL Ofeers include Schiz0sacdiammca pombe (Beadi ml Nqise, Nature. 290: 140 [19811: 
£P 139,383 published 2 May 1985); Kluyveramyces hosts (U.S. Patent No. 4»943,529; Fleer ^ al., 
5 Bio/TecfanolQgv. 9:968-975 (1991)) such as, e.g.,^ toct&(MW98-8C, CBS683, CBS4574;Louvencourtetal., 
IBactcrioL. 154(2):737-742 11983D. K.ftugiUs{ATCC 12,424), KJmgariaaiATCC 16.045),£: >wdten»nfi 
(ATCC 24,178), JL woM (ATCC 56,500), K. droscphUanm (ATCC 36,906; Van den Berg et al., 
Bjo/Tedmologv. 8: 135 (1990)), JL thermotolenms^ and K, mandanus; yarwwia (BP 402,226); PiMa pastoris 
(EP 183,070; Sieekrishna ^ ai., J. Basic l^crobioi., 28:265-278 [1988]); Canada; DvAodema reesia 
10 2A4J34;):NmrosDoractassa(Case&CBl.. Ptoc. Natl. Acad. Sci. USA. 76:5259-5263 [1979]); Sdtwarmiomyces 
such as Sckwamdomyces occidentals (EP 394,538 published 31 October 1990); and filamentcms fun^ sudi as. 



^ e.g., Neurospora, PenicUUum^ ToIypocladium(yfO 91/00357 published 10 January 1991), miAspergiUustmts 
€ such as A. mdukais ^aHance ^ al., BiochenL Bioftaiivs. Res. Commnn., 112:284-289 [1983]; TUbumetaL, 
Gene. 26:205-221 [1983]; Yelton^al., Ptoc. Nad. Acad. Sci. USA 81: 1470-1474 [1984])andi<. Bfefir(Kelly 
RJ15 and Hvnes. EMBO J,. 4:475-479 ri98ST^. Methylotrcqric yeasts are stutaHe herein and incta^ 
Tl limited to, yeast c^^aUe of growth on methanol sdected fiom the genera consisting of Hansemda^ Candida, 
g Kloedcera^ PikMi, Sacdiarcnr^ces, TorulqpsU A list of specific species that are exenqplary 

^ of diis class of yeasts may be found in C. Anthony, The Biochemistry of Mediviotrophs. 269 (IS^). 
^ Suitabie host cells for the e^quression of glycosylated FRO axe d^ved fiom multicellular ozganisms« 

^20 £xanq)les of invertd>rate cdls include insect cells such as Diosophila S2 and Spodo|^eia Sf9, as well as plant 
cells. Exan^les of useful mammalian host cell lines mdude Chinese hamster ovaiy (CHO) and CX>S ceUs. 
More specific exan$)tles include monkey kidney CVl line transformed by SV40 (00S-7» ATCX: CRL 1651); 
human embryonic kidney line (293 or 293 cells subdonedfbr growlh In suspension culture, Graham etal.,L. 
Gen Virol., 36:59 (1977)); Chinese hamster ovary cdls/-DHFR (CHO, Uilaub axd Chasin. Proc. Natl. Acad. 
25 ScL USA. 77:4216 (1980)^: mouse sertoH cells frM4, Maiber. BioL Reorod,. 23:243-251 (1980)); human lung 
cells (W138, ATCC CCL 75); human liver cdls (Eep QO,, HB 8065); and mouse mammary tmnor (MMT 
060562, ATCC CCL51). The sdection of the appropriate host oeU is deemed to be within ttieskin 

3. Selection and Use of a Rmlicable Vector 

30 The nucleic add (e.g. , cDNA or genomic DN^A) encoding PRO may be inserted into a repHcable vector 

ibr doniQg (amplification of the DNA) or for expression. Various vectors are p^licly available. The vector 
may, for exanq)le, be in the fonn of a plasmid,cosniid, viral particle, or phage Hie ^[^mipriate nucleic acid 
sequence may be inserted into the vector by a vari^ of procedures. In general, DNA is inserted into an 
i^^prqpriate restriction endonudease 6ite(8) usb^ lecfan^ Vector con^onents generally 

35 include, but are not limited to, one or more of a signal sequemse, an origjn of replication, one or more marker 
genes, an enhancer dement, a promoter, and a transcrqition termination sequence. Construction of suitable 
vectors containing one or more of these conq)onaits eQQ>l(^ stanch 
die skilled artisan. 
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The FRO may be produced teconibinantly not only diiecdy, but also as a fusioa polypeptide with a 
h^ecoIpgcMis polypeptide* wbidx may be a s^nal sequence or o&er polypeptide haviQg a spedfic cleavage site 
at 11^ N-^enninusofdie mature piotdn or polypeptide. iDgeDeraUthe&ignalseqtKncemaybeacQnq»oxientof 
&e vector, or It may be a pan oftheFRO^DOodii^DNAtiiatte insert The s'^gnal se(]U£3ice 

may be a prokaryotic aigtml sequence selected, for example, &om the groiq> of the flUcflime phosphatase, 
penicillinase, Ipp, or heat-stable ^uerotoxmll leaders. For yeast secretion the signal sequence may be, e*g., 
the yeast isvertase leader, a^ &ctor leader (inchidmg Sactharomyces and Kluyvervmyces a-£actor leaders, 
die latter described hi U.S. Patent No. 5,010,182), or acid pho^hatase leader, the C. aWicans ^ucoanr/lase 
leader (HP 3^2,179 published 4 April 1990), or the signal described m WO 90/13646 published 15 November 
19W. In mammalian cell e]qH:ession, mammaliaa signal sequences may be used to direct secretion of die 
protein, such as signal sequences &om secured polypeptides of die san^ or related species, as weil as viral 
secretory leaders. 

Bolh egression and clonii^ vectors ooQtam a nudeic acid sequence 
in one <»r more sdected host cells. Suc^ sequences are weU known for a variety of bacteria, yeast, and viruses. 
The origin of replication from ^ plasmid pBR322 is suitable for most Gram-negative bacteria, die 2fi plasmid 
origin is suitable for yeast, and varioiK vnal orighis (SV40 , polyoma, adenovirus , VSV or BPV) are useful for 
cloning vectors in mammalian cdls. 

EsqEn^ioa and cloning vecl^ wiU QpicaUy contain a selection 
T^ical selection genes eu^depn^teins that (a) ccHifor resistance to antibiotics or odiert^ e.g., anq>idllm, 
neonq^dn, mediotrexate, ortetra^line, (b) eogylement aaixc^rcii^yig ^fefigfeiyies, or (c) mipp]y critical iitut Henta 
not avaOable &om con^lex media, e.g., the gene encoding D-alanxne racemase for BadUi. 

An exan^le of suitable selectable markers for mammalian cells are those that enable the iA>nHfiraHftn 
of cells competent to take vp the E^O-encoding nucleic dod^ such as DHFR or thymidine Idnase. An 
^vpropriate host cell when wild-Qrpe DHFR is employed is the CHO cell Une deficient in DHFR activity, 
prepared and piop^ated as described bv Urlaubetal., Proc. Natl. Acad. Sci. USA. 77:4216 (19801. Asuitable 
selection geiffi for use m yeast is the ripl goie piesem m the yeast plasn^ 

282:39 (1979); Khigsmanetal., Gene. 7:141 (1979); Tschenqperet al.. Gene. 10:157(1980)1. Ttefls?! gene 
provides a selection marker for a mutant strain of yeast lackii^ die abili^ to grow in trypt^^ forexanxple, 
ATCC No. 44076 or PEP4-1 Pones, Genetics. 85:12 (1977)1. 

Expressionanddonu^ vectors usualJhfcontamapromot^operaU 
acid sequence to direct mRNA synthesis. Promoters recognized by a variety of potential host cdls are well 
known. Promoters suitable for use with prokaryotic hosts inclucte die P-lactaniase^ 
[Chang et al.. Namre. 275:615 (1978); Goeddel et al.. Nature, 281:544 (1979)], alkaOine phosphatase, a 
tryptophan (trp) promoter system [CSoeddel, Nucleic Acids Res.. 8:4057 (1980); EP 36,776], and hybrid 
promoters such as the tac promoter [deBoer et aL, Proc. Natl. Acad. Sci. USA. 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will oontahi a Shine-Dalgamo (S.D.) sequence operably linked to the DNA 
encoding PRO. 

Exan^les of suitable promotiog sequences for use widi yeast hosts include the proxnoterB for 3- 
phosphoglycerate kinase [ffitzeman ^ al., J. Biol. Chem.. 255:2073 (1^)1 or other glycolytic emymes [Hess 
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^ J. Adv. RnTyitw , 7:149 (I9ffi); Holland. Biocfaemistrv. 17:4900 (1978)], soch as enolase, 
£^ceraldelQrde-3-pbosph3te dehydrogenase* hexokmase, pynivate decarbo^lase, pizosphofructokmasep ghicose- 
6-pbosphaleisomera8e» 3-phosphoglyceratemntase, pyiuvatekinase, tcioscgiiosphateisoQsaase,piios|)^^ 
isomerase, and ghiookinase. 

OQ^ yeast pianK)ters, which are inducible promoteis haviiig the addTrirmni advantage of transcriptioii 
controlled by growth conditions* are the promoter regicms for a!c6hoI ddiydrogeaase 2, isocytochrome C, acid 
pbospbatase* degradadve enzynies associated with nitrogqi ntetabolism, metaUothiooein. gjiyceiaidehyde-3- 
phosphate dd^drogenase, and enzymes responsible for maltose and galactose iiri^TOtinn^ Suitable vectors and 
pronioteis for use in yeast e:qpressim are fuzdxer desoib^ 

PRO transcnqptioa fiom vectors in msmmnnsm host cdls is controlled* for exan^le, by promoters 
obtained from die genomes of vkuses such as polyoma virus* fow^x virus (UK 2*211*504 published S July 
1989)* adenovirus (such as Adenovirus 2)* bovine papiUimm virus* avian sarcoma virus, cytomegalovirus* a 
r^virus» hepatitts-B virus and Simian Virus 40 (SV40)* ixm heterologous mflmmflHjm promoters* e.g.* the 
actin promote or an imtnunoglobulin promc^* and fiom heat-shock promoters * provided sudi promoters are 
compatible wilh the host cell systems. 

Transcr^don of a DNA encodmg the PRO by higher eukaiyotes may be increased by inserting an 
enhancer sequence mto the vector, ^ihanoers are ds-actiqg d&aaem of DNA* usually about fiom 10 to 300 
bp* that act on a promoter to increase its transcription* Many enhance: sequences are now known from 
m a mmali an genes (globin* elastase, albumin* g-ii^oprotein* and hisuliiO. Topically, however* one will use an 
enhancer from a eukaryotic cell virus. Exan^les Include the 5V40»ihancer on die late ^de of die rqplk^^ 
origin (bp 100-270), die cyton^^galovirus early promoter enhancer* thepolyomaeniiancercmdielatesideof the 
replication origin* and adenovinis enhancers. The enhaxicer may be sjdiced into the vector at a position 5* or 
3' to die PRO coding sequence, but is prefiaably located at a sit^ 

Ei^ressionvectorsusedineukaxyotichostcells (yeast, fungi* insect, plant* animal* human* ornucleated 
cells from other multicellular organisms) will also contain sequences necessary for die terminadon of 
trai^cr^)tioa aiKl for stabilizing die mRNA. Sack sequences are commonly available from die 5* and* 
occaskHially 3** untranslated regions of oikaryotic or viral DNAs or cDNAs. These r^ons contain muleodde 
segments transcribed as polyaden^ated fragments in the nntranslated portkm of dK mRNA encoding PRO. 

Still odier mediods, vectors* and host cells suitable for adapladon to die syndieais of PRO in 
teoombinant vertetotc cell culture are descnbed in Gediing et al.. Nature. 293:620-625 (1981); Mantel et al. . 
Nature. 281:4CM6 (1979); EP 117*060; ami EP 117,068. 

4. Detecting Gene Amplificadon/Expression 
Geut an^lification and/or egression may be measured in a san^le duectly* for exan^le* by 
conventional Soudiembtotdng, Northern blottingto quantitate die transcrqrtioaof mRNA [Thomas, ProcNad. 
Acad. Sd. US^. 77:5201-5205 (1980)]* dot blotdi^ (DNA analysis)* ox in situ hybridizadon* nsing an 
appropriately labeled probe* based on die sequences provided herem* Aliemadvely* antibodies may beenq)loyed 
diat can recognize specific duplexes* including DNA dc^lexes* RNA duplexes* and DNA*RNA hybrid duplexes 
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or DNA-protdn duplexes. Tbeamibodto in turn nmy be labeled and llie assay nia^ 
dsq>lex is bound to a surface, so dmt iqK}n the fonn^^ 
to the duplex can be detected. 

Gene expiessioa, alteniativeiy, may be measoied by inmumological mediods, such as 
immundustochemical staining of cells or tissi^ sectfons and assay of cell culture or body fluids, to quamitate 
direcdy the expression of gene product Antibodies useM for immunohistochemical staiiung an^ 
sanqilefEuidsnu^beeithernioiiodonalorpolycloiial.andni^ Conveoiently, the 

amibodies niay be prqjared against a native sequence PRO pdypeptide or again^ 
the DNA sequences provided herein or against exogenous sequence 
amibody qntope. 



5. Pttrif!<^tion gf P<)!Ypq^ 

\Q Fonns of PRO niay be recovered fronoi culture niedium or £r^ Ifniembrane4>ouid, 

it can be released from the membrane using a suitabted^t^gient 8^ Triton-X 100) or by enzymatic 



cleavage* Cells enployed in eiqpression of FRO can be disrvqsted by various ptQ^ical or rJifmica! means, such 
is as fireeze-diaw cycling, sonication, nychanical disnqstion, or cell lystog agents. 

It be desired to purify PRO from recombinant cell proteins or pQlypq>tide8. The following 

? procedure are exoxqjlary of suitable purification procedures: by fractionation on an km-exdiange column; 

M 

^ ^hanol prec^itation; reverse {ftase HFLC; dunmatogrqiliy on silica or on a cadothexcfaange resin such as 

w 

^ DEAE; chromatofiDcusing; SDS-PAGE; ammonirtm sulfate precq)itati0n; gel filtration using, for exanQ>let 
^j20 Sephffiiex Q-7S; protein A Sq[>harose oolunms to remove contaminants sudi as IgG; ^mdmp^ai rfaelating columns 
y. to t»nd epitope-tagged forms of the FRO. Various n^fcods of protm purification may be enyloyed and sudi 
methods are Irown intfae art and descrfl)ed for example in Daitscher* Methods in &izvmologv> 182 (1990): 
Scopes, Protdn Purificatfon: Prmcaples and FractiGe> J^n±^ger-Veriag, New York (1982). The purification 
step(s) selected win dq)end, for exan;»le,<m the nature of tte production proce^ 
25 produced 



£. Uses for PRO 

Nucleotide sequences (or their conaplment) encoding PRO have various ai^lications in tiie art of 
molecular biology, iiK^luditig uses as hybridization probes, in chromosome and gene mapping and in die 
30 generation of anti-sense RNA and DNA. PRO nucleic add win also be usefiii for the preparation of PRO 
polypqptides by the recombinant techniques described herein. 

Hie fuQ-length native sequence PRO gene, or portions thereof » m^ be used as hybridization probes 
for a cDNA librsry to isolate the fiill-lex^;th PRO cDNA or to isolate still odter cDNAs (for instance, those 
encoding naturaOy-oocurring variants of PRO or PRO fiom otiber q^ecies) v^iich have a desired sequence identic 
35 to the native PRO sequence disclosed herein. Oj^naUy, the let^ of the probes will be about 20 to about 50 
bases. The hybridizatioa probes may be derived fixmi at least partiaHy novel 

niKto>tide sequeme wherein tose regions may be determined without undue ejqternnentation or from genomic 
sequences hichiding promoters, enhancer elements and intions of r^^ By way of exanqde. 
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a screenipg method will con^xise isolating (he coding legioa of the PRO using the known DNA seqaence 
to synthesize aselectedptobe of about 40 bases. Hybiidizadonpix^may be labeled by a variety of labels, 
ioctudiiig radionucleotides snch as ^ or ^S, or enzymatic labels such as alkaline phosphatase coupled to the 
probe via avidin/biotincoiqilingsystans. Labeled probes ha^^i^ a segueace cony lem^^ 
gene of the present invention can be used to screen libraries of human cDNA» geiKnoic DNA or znRNA to 
detennine which meoibers of such libraries die probe hy^ HybridizatiQn techniques are described in 

furttier detail in the E;uaz^>les bdow. 

Any EST sequences disclosed in the present api^ication may similaily be employed as probes* usix^ 
the methods disclosed herein. 

Other useful fiagments of &e PROnuden: iK;ids imdude antisense or seise oligonuclec^des CQnq;»3sii)g 
a siq^trai^ed nucleic add sequence (either RNA or DNA) equable of bindmg to target PRO mRNA (sense) 
or PRO DNA (andsense) sequences. Antisense or sense oligonucieotictes, according to dm present mvention, 
conplseafiragm^oftbeoodingregkmofPRODNA. St^ a fragnKnt generally conqjiises at least about 14 
nudeotides, preferably team about 14 to 30 niKrkotides. The ability to derive an antisoise or a sense 
oligonndeotide, based i^xm a cDNA sequeim esocodiog a given |»otein is described in, for exan^le. Stein and 
Cdien (Clancer Res, 48:2fiS9> 198a and van der Krol et al. ffiioTedmlQues 6:958. t988V 

Binding of antisexise or sense ol^gonucleotitfes to target mideb acid sequent 
of duplexes that block transcription or treoislatioa of the target sequence by one of several means, hiduding 
enhaiK^ed degradatjon of die di^lexes, premamre tennmatiim nf transcri|;tflnn nr tratiglftrifm^ nr hy <it^ffr T7>f»nj^, 
The antisense ol^nudeotides dnis xasj be used to blodc es^ression of PRO protems. Antisense or sense 
oligonudeodc'es further ocmqnrise oligonucleotides havii^ modified sugar-fhosphodiester backbones (or other 
sugar linkages, such as those described in WO 91/06629) and wherein such sugar linkages are resistant to 
aidogenous luicleases. Such ohgomK^leotides with resistant sugar linkages are stable »>fvv^ 
resisting enzymatic degradation) but retain sequence qyecifb 

Odier ^an:q>les of sense or antisense oUgonudeotides indude those oUgonucleotides which are 
covalendy linked to organic nioiedes» such as diose described in WO 90/ 10048 » and other moieties that increases 
affinity of die oligpnudeotide for a targ^ nucleic acid sequence, siK:h as poly-(L^ly8ine). Fur£ber still, 
intercalatii^ agents, sudi as ellipticine, and altylatii^ agents or metal conqilexes may be attached to sense or 
antisense oligonudeotides to modify bindiAg spedfiddes of the antisense or sense oligonucleotide for the targ^ 
nucleotide sequence. 

Andsense or sense oligonucleotides may be introdiKCd into a cell containiiig the target nucleic add 
sequence by ai^ gene transfer m^faod, induding, fcH- exanq)le, (^aPO^-mediated DNA transfecdon, 
electroporation, or by using gene transfer vectors such as EpstdnrBarr virus. In. a pre fe rred procedure, an 
antisense or sense oligonucleotide is iiiserted into a suitable r^rov^ Acelloontainingtiietargetnudeic 
add sequence is contacted widi the recombinamr^roviral vector, cither Suitable retroviral 

vectors indude, bwt are not limited to, du>se derived fiom die nuirioe retrovinis M-MuLV, (a retnmrus 
derived ftom M-MuLV), or die double copy vectors designated DCT5A, DCTSB and DCTSC (see WO 
90/13641). 
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Sense or andsense oUgomicleotides also may be introduced into a cell containing ^ target niK:leot2de 
sequenoeby fonnationofacoi^i2gate\(dthaUga;^ Suitable 
ligand binding mdecoles indude, but are iK>t limited to» cdl surface receptors, growth £actors, other q^toldQes, 
or other I^gands that biml to ceil surface iecq»tors. Pte£erably,coQjugatonoffliehgaodbindti$aioIecuIedoes 
not substantially interfere with the ability of &e iigand binduig noolecule to bind to its corresponding molecule 
or receptor, or blodc entry of die sense or antisense oligonucleotide or its coi^ugated version into die cell. 

Alteniatively, a sense or an antiseose oligomideotide be innx)^^ 
ni;K;leic acid sequence by foxmation of an ol^onucleotide-lipid CQnq;)lex, as described in WO 90/10448. The 
sense or antisense oligonudeotide-lipidcon^x is preferably dissociated widun&eoeUby an eodogiraKHis lipase. 

Antisense or sense SNA or DNAsKiIecuIes are getmSy at lea^abom 5 bases ml^^ 
in lengCh, about 15 bases in lengdu about 20 bases in kogih, a^^ 
abom 35 bases in length, abom 40 bases in lengOi, about 45 bases in lengdi, about 50 
bases in loigth, about 60 bases in lengOi, about 63 bases in leo^ 
lengdi, about 80 bases in length, abooit 85 bases in lengdu about 90 bases 
about 100 bases inlengOi, or more. 

The probes may also be employed in PGR tedmiqtss to generate a pool of sequences for identification 
of dosdy related PRO coding sequences. 

Nucleotide sequences encodh^ a PRO can also be used to construct hybridization probes for mapping 
the gene whidi encodes that PRO and for the genetic analysis of individuals widi genetic disorders. The 
nucleotide sequeix^es provided herein masy be xxxapped to a chronu^ome and specific regions of a chromosome 
using known techniques, sudi as in situ hyMdizatian, linkage analysis against known cbromosomal markers, 
and hybridization screemng widi library. 

When die coding sequences for PRO eiK^ode a proteui which btzkds to aoodier protein (exan^Ie, where 
die PRO is a receptor), die PRO can be used in assays to ideotify the crther i^otdns or molecules hivolved in 
the bisding interaction. By soch mefhods, inhibitors of the receptor/iiggnd binding interactifln can be identified. 
Proteins mvolved in such bhxling intemilians can also 

or agonists of die bindhig hneracdcm. Also, the receptor PRO can be used to isolate correlative Ugand(s). 
Screening assays can be designed to find lead conyounds that mfmfc die biqiogbal activi^ of a native PRO or 
a recqitor for PRO. Such screempg assays will include assays amenable to high-4hroughput screening of 
chemical libraries, making diem particularly suitable for identifying small molecule drug candidates. Small 
moleadescontenq)ktedincfaidesynd3^c organic or inorganic con^x^^ The assays can be performed in a 
varied of formats, ixK^hiding protein^rotein bb^ix^ ass^^ btochemical screemng assays, immunoassays and 
ceo based assays, which are well characterized in the art. 

Nuclide adds which encode PRO or its modified forms can also be vsed to g^ierate eidier transgenic 
animals or "knock out* animals which, in turn, are useful in die develq«nent and screening of dienpeutically 
useful reagents. Atransgenicanunal(e.g., anumseorrat)isananhnalhavmgceIb 

iK^iich transgene was introduced into the animal or an asoestor of the animal at a prenatal, e.g. , an emtbryonic 
stage. A transgene is a DNA which is int^;rated into die geoome of a ceil fiom whidi a transgenic animal 
develops. In one embodunent, cDNA encoding PRO can be used to clone geiwmk DNA e^ 
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acoordasce with established techniques and the geiKmuc B&psDtxs used to generate traosgemc axumals that 
contain cells wiMi express DNA encoding PRO. Mediods for generatnig transonic axmnals, particulaify 
animab siK^h as inice or rats, have become conventional in the art and ^ 

Nos. 4,736,866 and 4,870,009. Typically, particular cdls would be targeted for PRO transgeoe incorporation 

with tissue-specific enhancOT. Transgenic aidnials^ include a copy of a transgeoe encod^ 

into d}e germ line of the anirnal at an mbiyonic stage can be used to emito 

of DNA encoding PRO* Such animals can be used as tester animals for reagents though to c^ 

firom, for exao^te, pathological condidons associated with its overe?q^^ In accordaixoe with this facet of 

t}» invoitian* an animal is treated widi the reag^ and a reduced ntcidence of the patfiological conditian, 

conqjared to nntreated animals bearhig d^ transgei^ would indicate a pot 

pathological condition. 

Alternatively, non^iuman homologues of PRO can be used to construct a PRO "knock out* animal 
^tdiidbi has a defective or altered g^ie enoodkig PRO as a result of homologous recombination b^een the 
endogeiKms gaie encoding PRO and altered genomic DNA encodh^ PRO introduced huo anetnbryoiiic stem 
ceilofdieanhnal. For exan:^)le,cDNA encoding PRO can be used to done genonuc DNA ezscoding^ 
accordance widi established tedmiques. A portion of die genomic DNA encoding PRO can be deleted or 
Tq>laced widi another gene, sudi as a gene encoding a sdectable marker ^diich can be used to monitor 
integration. Typically, sevml kilobases of unaltered flankins DNA (both at dte 5' and 3' ends) are incJuded 
in &e vector [see e.g., Thomas azul Cq^cchi, Cell. 51:503 (1987) for a descr^prdon of homologous 
recombination vectors]. ThevectorisintroducedintoananbryonicstemceUlh2e(e.g.,byelectr(^ratm^ 
cells in whidi the introduced DNA has honoobgously recombined with the endpgenous DNA are selected [see 
e.g., li et al., CeH. 69:915 (1992)]. The selected ceOs are dien injected into a blastocyst of an animai (e.g., 
a mouse or rat) to form aggregation diimem [see e.g., Bradley, in Teratocardnomas and Eni>ryomc Stem 
Cells: A Piuctical Approach, B,hBjd}x^^ 113-152]. A chin»ric embryo can 

then be in:q>lantBd into a suitable pseudopregnaxU fiemale fbst^ 

a *kzK>ck out** anhnal. I¥ogeny harboring the homologously recombined DNA in their germ cells can be 
identified by standard techniques and used to breed ammals in whic^ all cells of the animal contain the 
homolo^nxsly recombined DNA. Enockoutaninialscanbecharactalzedfbr instance, fiDttii^ 
against certain pa&olo^cal conditions ai^ for dieir development of padiological conditions due to absence of 
die PRO polypeptide. 

Nucleic acid encoding the PRO polypqitides may also be used in gene dien^. In gene diei^iy 
a{>plicatioQS, genes are introduced into cells in order to achieve in viva synthesis of a there^)eQtically effective 
g^i^ product, for exainple for rqpJaceizieiit of a defiec^ "Cvene then^" includes bodi conventional 

gene dto:^ "Atoe a lasting effect is achieved by a single treatnient, a^ 

agents, which mvolves the one tnooe or tepesned administration of a thecapoidcally effective DNA or mRNA. 
Antisense RNAs and DNAs can be used as therq>eutic agents for blocking die eaqnession of certain genes in 
vfvo. R has already been shown that short artfisensc oligonucleotides can be uiyortcd into ccHs where they act 
as inhibitors, despite dieir low intracelhilar conceotratioDS caused by dieu- restricted o^take by the cell 
membrane. (Zan^cnik gf al. . Proc. N^. Acad. Sd. USA 83:414^4146 ri986n. The oligonucleotides can be 
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modified to enhasce tlidr iq»take» e.g* by substitoting tbdr n^athrdy diaiged phospbodiester gfoaps by 
undiaiged groq}s. 

There are a variety of tedmiques available for introdudog nudexc acids izxto viable ceJls» The 
techniques vary dq)ending iqx)n Aether tbe 

the cells of the intmled host. Techniques suitable for the transfer of nucleic acid tntn mimmnMsn} i^w^ fft i^^fryi 
5 indudetheuseofl4)osQn»s,electrq>oiation,microin^^ 

Inecipirationmeth0d»etc. ThecuxientlyiTC&tredthvfwgeaetransfertechmquKi^^ 
(typically retroviral) vectors and viral coat iHtrtdn-Uposcane mediated transfecdon (Dzau et al.. Trends m 
Biotecfapology 11, 205-210 [1993]). In some situations it is desirable to provide the nucleic add somce with 
an a^xt that targ^ the target cdls, such as an antibody specific for a cell surface mPfrtihnmf- protein or die 
10 target cell, a ligand for a receptor on the target cell, etc. Where l^osomes are employed, protebsiirfiidit^ 
f,^^ to a cell sur&ce membrane protein associated widi endocytosis may be iKed for targeting and/or to fitcilitate 
Uptake, e.g. cqpsid proteins or fragments thereof tropic for a pardcnlar cell type, antibodies for proteins vAaeh 
undergo intemaHzatio n in cycliz^, protdns ihst taxg^ intracdhilar localization and enhance intracettolar half-^. 
m The tedmique of receptor-mediated endocytosis is described, for exan^e, by Wn ct al„ J- Bi^l. Q ^m. 262, 
fUl5 442»4432 (1987); and Wagner at. Proc. Nad. Acad. Sci. USA 87- 3410-3414 riQQQV For review of gene 
markipg and gene dierapyprot(KX)ls see Anderson et al» Sdence 256, 808-813 (1992). 

The PRO polypeptides described herein may also be enq)loyed as molecular weig^ markeis for protein 
ekctroplK)r 



P 

1^ markers. 

2 20 The nuddc acid molecules encoding die PRO polypqrtides or fragments diereof described herem are 

^ useful for duomosome identificatioiL In this regard, daere exists an ongpii^ need to identify new chromosome 
maiicers, since relatively few chromoson^e marHng reagente, based \spm actual sequence ^fata are presently 
available. Each PRO nucleic aCKl molecule of the present invention can be used as a ch wmnfiAnw niflrl»>r 

The PRO polypeptides and nucleic acid molecules of die present invendon may also be used for tissue 
25 typing, vdierein die PRO polypqtddes of the present inv^^ 

CQ^^>aIed to anodier. PRO nucteic stxM molecules wili find use for generating ptcb^ for PGR, Nordieni 
analysis, Soudiem analysis and Western analysis, 

Tlie PRO polypeptides described hereoi may also be enqdoyed.as d^rqieutic agents. Tbe PRO 
polypertides of die pres^ invoition can be formulated accoiding to Imown medinAt tt% prgMTt* pharmfK^wirimTly 
30 useful oonqptositions, whereby the PRO product hereof is o(»nbined in admixture widi a phannaceutically 
acceptable carrier vtiiicle. Therapeutic formulations are prepared for stors^ by mixipg die acdve i>gTwHi<*n^ 
havii^diedesireddegreeofpuriQr with optional piiysiologicaUya^ exc^ents or stabilizers 

(Remington's Pharmaceud cal Sciences 16di edidon, Osol. A. Ed. (1980)), in die fonn of lyophilized 
formulations or aqueous solutions. Acceptable carriers, excyients or stabilizers are Mntoxic tn recipigntR stt th^ 
35 dosages, and concentradons enqylcyed, and hadude bufrers such as phosphate, citrate and odier organic adA; 
antioxidants including ascorbic acid; low molccolar weight (less diau about 10 residues) polypci«J<tes; proteins, 
such as sOTm albumm, gelatin or immunoglobulins; iQrdiophilic polymers such as polyvinylpynolidoi», amino 
acids such as glycine, glutamine, asparagine, arghm^ or lysine; nHmosaccharirtes, disaccfaarides and odier 
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carbohydrates iiudttdinggiucose» manaose, ordextims; chdatiogagoats sts^ias EDTA; sugar alcohols such as 
maonitol or sorbitol; salt-fbnnh^oountmons such as sodium; aiKj/ormmionic surfactants sach as 
PLURONICS™orPEG. 

ThefanmiIation$tobeuscdfor£rinvvadm^^ Hits is readily fflxonqplisbed by 

filtratioa through sterQe filtnUian nKmbranes, prior to or follown^ lyc^ihilization and leconstitutioa. 

Therapeutic con^sldons herein geoetaUy are placed 
exaaq>Ie» an uitravenous solution bag or vial havmg a stopper pieiceable by a hypodermic tqjecdon i^eedle. 

The route of administration is in accord whh known methods, e.g. iijection or infusion by intravenous^ 
intr^}eritoneal, intxaoerebral, intramuscular, imraoadar, hstraarterol or intralesional routes, topical 
admhustration, or by sustained release systems. 

Dosages and desired drug concentrations of pharmaceutical compositions of the present invesitkni may 
vary depending on the particular use envisioned, Tbe determinatbn of the appropriate dosage or route of 
admhusttationis wen within &e skin of an ordinary plQ^idan. Animal e:q>erimeats provide reliable guidance 
for the determination of effective doses for human tfaer^. Imerspedes scalmg of efifective doses can be 
performed following tibe princq)lea laid down by Mordenti, J. and Ch^ppeil, W, "The use of interspecies scaUng 
m tojdookfajetics" In Toxicokin^cs and New Drug Development, Yaoobi et al„ Eds., Pergamon Press, New 
York 1989, pp, 42r96. 

When 01 vivo admxnistration of a PRO polypqytide or agonist or ant^gonx^ thereof is en^loyed, normal 
dosage amounts imor vary ftomabwit 10 ng/kg to iq> to 100 mgftgofmammal body weight or more per day, 
IHeferably about 1 /ig^day to 10 ntg/kg/day, dq)endh^ Guidance as to 

particular <k>sages and mediods of destrmy is proylded to tb& literature; see, for example, U.S. Pat* Nos. 
4,657,760; 5,206,344; or 5,225,212, It is anticipated that different formulations will be effective for different 
treattpcnt confounds and diffenoit disorders, that admfnisfratton targetng one organ or tissue, forexanyle, may 
nec^itate ddiveiy in amanner di^erent fr<mi that to another organ or tissue. 

Where sustamed-reiease admhustration of a PRO polypq>tide is desired in a formulation wifi release 
diaracteristlcs suitable for tte treatment of any disease or disorcto requiriqg administration of die PRO 
polypeptide. miCToenwqpsulatiQn of die PRO polypej^ MicroeiKapsulatira of recomhinaitt 

proteins for sustaii^ release has been suocessfoUy performed with human growth hornu^ 
(ihlFN- ), mterleukin-2, and MN rgpl20. Johnson et al.. NaL Med,, 2:795-799 (1996); Yasuda, Biomed. 
Th^, 27:122M223 (1993); Horaet al.. Bio/Tedmologv. 8:755-758 (1990); Qeland, 'Design and Production 
of Single hnmunization Vacchies Using Polylactide Polyglycdide Microsphere Systems," in Vaccine Design; 
TteSubunitaiKi Adiovant Appma^. Phwpll aiirf Nf^gmmm, pHq, fT>i*mitmPf>^«> Vau. Vnrir 1995), pp. 439-462; 
WO 97/03692, WO 96/40072, WO 96^)7399; and U.S. Pat No. 5.654,010. 

The sustaii^d-release formulations of these protems were devdoped using poly-lactio-coglycolic add 
(PLGA) polymer due to its biocon5>atibility and wide range of biodegradable properties. The d^gtadatfon 
products of PIX5A, lactic and glyoolic adds, can be cleared quickly wi^ Moreover, flte 

degradabilior of diis potymer can be adjusted from months to years dependnig on its molecular weight and 
conqwsition. Lewis. "Conttolled release of bioadive agents fixm lactide/gjycolide polymer,* m: M, Oiasm 
and R. Langer (Eds.). Biodegradable Pdlvmera as Drug Deliverv Systems (Marcd De]±er: New York. 1990), 
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pp. ML 

This invention eQCon:^)asses meOiods of scfeenii^ conqxnmds to identify those that TTriwiic the PRO 
polypeptide (agonists) or prevent the effea of the FRO polypeptufe (antagonists). Screening assays for 
aotagpnist drug candidates are designed to identify 0(Hi;^^ 
mx)ded by to genes identified her^ or othenvise interim with the interact 

with otho* cellular proteins. Socfa screening assays will inchide assays amenable tn higfcAmti^pit Rc reening 

of chemical lihraties, inaldpg ttteoiparticulariy sidtahfe for idoitifying SEOsaH molecule dmg candidates. 

Tl2e assays can be performed in a varied of formats, inch^ing protein-protein binding ass^» 
bioch em ical SGteening assays, inmnmoassays» and cell-based assays, ^Mch are well diaracterized inthe art. 

All assays for antagonists are oonsnon in tfmt they call for contactmg the drag candidate with a PRO 
polypeptide encoded by a nucldc add ideiidfied herein mi^ 
two components to interact. 

* h binding assays, the interaction is hindir^ and thfi cmnplex formed cfln be isolatfd or detected in the 
reaction mixture. Inaparticdarembodin3eat,thePROp61ypeptukencodedbytoge^ 
drug candidate is immobilized on a solid phase, e.g„ on a micratiter pl^, by covalent or non-covaknt 
attacfameats. Nonrcovalent attachnffigt generally Is aocong>lished by coating the solid surface with a solution of 
the FRO poiypqidde and drying. Alternativdy,animitK>bilizedantibod|y,e.g.,amonodonalanti^ 
for the PRO polypeptide to be inmiobilized can be used to anchor it to a solid su Use assay is perfomoed 
by adding die non-immobilized con^Kment, u^iidi may be labeled by a detectable labd, to die immobilized 
con^nent, e.g., the coated surfisice containiug tibe anchored component. When the reacticm is CQnq>l^, die 
non-reacted components are removed, e.g., by washing, and complexes anchored on the solid surface are 
d^ected. When die originally non-immobilized conqx>nent carries a detectat^ label, die detection of label 
immobilized on the surface hadicates that comqilexing occorred. Where the originally itt)n-imnK>bilized 
conqxmeat does not carry a laibel, conq>lexii^ can be d^ected, for exan^le, by using a labelled antibody 
specifically bindii^ the immobilized conq>Iex. 

If the candidate compound interacts widi but does not bind to a particular PRO pd 
a gene identified herein, its int^actfon with that polype^ide can be assayed by methods weUi^ 
protein-protdn inmcdons. Sach assays inchxde traditional i^Tproaches, such as, e.g., aK»s4inking, co- 
imnn t no precipitation, and co-purificatfan through gradients or cfaramatogr^rfiic cohnmB. In addition, proteinr 
protein interactions can be moriitored usii^ a yeast-based genette 

(Fields and Song, Nature /London^. 340:245-246 (1989); Ouen et al., Proc. Nafl, Acad, ScL USA. 88:9578- 
9582 (1991)) as disclosed by Chevray and Nathans, Proc. Nad. Acad. Sci. USA. 89: 5789^5793 (1991), Maiiy 
transcriptional activators, stich as yeast GAL4, consist of two physically discr^ ff y y ^^iig r domains, one acting 
as the DNA-hinding domain, the c^ier one functioning as the transcnption-activatioii domain. The yeast 
expression system described in the f<»egomg publicadons (generally referred to as the 'two-hybrid system") 
takes advantage of diis property, and easfioya two hybrid proteins, one in which the target protein is fused to 
the DNA-bhidmg domain of GAL4, and another, in wiach candidate activatix^ proteins are fiised to &e 
activation domain. The expression of a GALI-i!acZrq}orter gene utKiercontn^ 
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depends on reconstituticni of GAL4 activiQr via pxotein-pioteia interactkm. Colonies oontaming in tCT?gHi^ 
polypeptides are d^ected with a dbromoseoic substrate for p-galactosidase. A complete kit 
(MA1X!HMAKER^ for ideotifyiaig proteinrpiotdn tntetacdons betweoi two specific proteins using tl» two- 
IqriHid tecfanique is conmten:iany availabte from Qon^ Ibis systeni can also be extended to protein 
domains involved in specific protein interactions as well as to pii^im amim) acid residues are crucial for 
these interactions. 

O)n]pounds that interfere wilh die intentctio^ 
and other intra- or extraceHularcoiiqK>nents can be tested as follom usually a reaction mixture is prepared 
containing the product of the gene and die intra- or extracellular component under conditions and for a time 
altownig for the interaction and bmding of the two prodix:ts. To test die abilily of a candidate CQnq)ound to 
ihh9}it blndii^, the reaction is nm hi the abseil and in die presence of die test ooiqpomkL Jn flfMltfnn, a 
placdx)inay be added to a third ruction mixtuie, to serve as positive oontnd. The binding (con^klex formation) 
b^ween die test compound and the intra- or extracellular component pres^ in the mixture is monitored as 
described heremabove. The forination of a complex in die control reaction(s} but not in die reaction mixti^ 
containing the testconqx)imd indicates diatthe test compound interferes with the interaction of thet^tconq^xnind 
and its reaction partner. 

Toassayr for ant^nists, die FRO polypq^may be added to a oeH along widi the con^und to be 
screexied for a particular acdvi^ axid the ablliQr of die con^Knmd to ii^^ 

of die PRO polyp^dde indicates diat die con^und is an antagonist to d^Fi^ Alternatively, 
antagonists may be detected by combining tlie FRO polypeptide and apc^eatial antagonist with membrane-bcnmd 
PRO polypepdde receptors or recombmant recqitors under i^^propriate conditions for a conop^idve inhlMrinn 
assay. The PRO polypeptide can be labeled, such as by radioactivity , such dxat die numtber of PRO poIypq?tide 
molectilesbcnnKl to the receptor can be used to determme the effectiv^^ The gene 

CDcodlng die recqytor canbe ideittifiedby nmnmms n^ods known to tfaosg of slrill in ffw Art^ iT>r #^ T«mpif> , 
Bgand panmAg and FACS sortmg. Coligan et al„ Current Proto r^l f m itj tn^f ^^ 1(2): Ouster 5 (1991), 
Preferably, expressim donmg is employed wherem polyadeny lated RNA is prepared from a cell responsive to 
the FRO polypq^ and a c^NA library created from diis RNA is divided ^ 

cells or odier cells diat are nx^ responsive to die PRO polyp^tide. 'Transfocted cdls diat are grown on glass 
sliifes are exposed to labeled FRO polypeptide. The FRO polypeptide can be labeled by a vari^ of means 
includinff iodination or tnchMion of a reoogniHftTi gite fhr a ritft-ftpfyifi<^ prftf#>fn lin?<y , FoUowiQgfixatiCHLand 
incubatbn, the slides are subjected to autoradiogr^ihicanaly^^ Positive pools are identified and sub-pools are 
prqsared and re-transfected using an interactive subixwling and re-screaiing process, eventually yielding a 
single done that encodes the putative receptor. 

As an alternative q)proadi for receptor identification, labeled PRO polypeptide can be photoafBni^- 
linkedwxdiceUinembrane or extract preparations that e3q>ress die recep^ Ctoss-lxnked material is 

resolved by PAGE and exposed to X-ray film. The labded complex containing die receptor can be excised, 
resolved into peptide firagnxents, and subjected to pn>te^ The amino acid sequence obtained 

from micro- sequendng would be used to design a set of degenerate oligonucleotide probes to screra a cDNA 
lihzary to identify the gene encodmg die putative receptor. ^ 
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In another assay for antagonists, TnaTnTna1ian oeUaoramgnhraittpTq>aiatm 
would be incubated with labeled PRO polypqrtide in fee presettce of fcc candidate conyound. Hie ability of 
the confound to enhance or block dds interaction cooM ftea 

More specific exanq>les of potoitial autagomsts include an oUgonucleotidethatbhids to the fiisions of 
immunoglobulin with PRO polypeptide, and, in particular, antibodies indudh^, widimxt iimhAHnn, poly- ami 
5 nK>nocIonaI antibodies and antibody firagments, single-chain antibodies, anti-idiotic antibodies, andchimeric 
or hnrnanired versions of such andbodies or &agaxenl3, as wdl as human antibodies and andbody fiagn^nts. 
Alternatively , a potential antagonist may be a closely related protein, for exan^)le, a mutated form of the PRO 
potyp^de that recognizes the rece[ttor but inqiarts no effect, tber^ 
PRO polypeptide. 

10 Another potential PRO polypq>ddeantagoziist is an antisenseRI^ or DNAconst^ 

antisense technology, where, e. g . , an antisense RNA or DNA molecule acts to block direcdy the translatioa of 
mRNA by hybridizfag to taig^ed mRNA and prevendgg protefai translation . Ai^ense technology can be used 
to control gss^ esqpression dmnig^ trqiJe^ielix formation or antisoise DNA or RNA, both of whidi medK>ds are 
based on binding of a polynucleotide to DNA or RNA. F6r exanq)k, die 5 ' coding portion of the polynucleotide 
15 sequence, which encodes the mature PRO polyp^tides herein, is used Co design an antisense RNA 
# oligonucleotide of fcom about 10 to 40 base pairs in lepgdi. A DNA oligonucleotide is designed to be 
: ' comolementarv to a regioa of the ecnc involved in transcrirtion ( triple helix - see Lee et al » Nucl , Acids Res . . 
6:3073 (1979); Cooney et al„ Science, 241: 456 (1988); Dervan et aL, Science. 251:1360 (1991)), thereby 
preventh^ transcr^tian and die produ^ion of die PRO polypeptide. Ibe antisense RNA oMgonudeotide 
g^20 hybridizes to the mRNA in vivo and blocks translation of the mRNA molecule into the PRO polypeptide 
^' (antisense - Ofcano, NeuTQchei^,, 56:560 (1991); Qlipnden^irfeff^i^ey ^ Anfeenfi^ Tn^lhh^pi i^f Qene 
ExDressi(Hi (CSiC Press: Boca Raton, PL. 1988). The oligonucleotides described above can also be ddivered 
to cells such diat dze antisense RNA or DNA rosy t>e e^qiressed in vivo to hihibit production of the PRO 
polypeptide, WhenantiseQseDNAisused,o]|godeoxynbonucleoti^derived&omdietransl^^ 
25 e.g,, between about -10 and +10positionsof the target gene nucleotide sequence, are prefored* 

Potendal antagonists include small molecules that bind to die active site, die receptor bindiog site, or 
growdi factor or odier relevant binding site of die PRO polypeptide, (hereby blocking die normal biolopcal 
activity of die PRO polypeptide* Examples of smaQ molecules include, tat are not limited to, small pq^tides 
or pepdde-like molecules, preferably soluble peptides, and syndietic nan-pepti(fyi oigank or inoiganic 
30 conqiounds. 

Ribozymes are enzymatic RNA molecules capable of catalyziz^ the spedftc cleavage of RNA. 
Ribozymes act by sequence-^yecific hybridization to the conqdesnentaiy targ^ RNA, followed by 
endoaucleolytic cleavage* Spedficribozyme cleavage sites within a potential RNA target can be identified by 
knowntedmiques. For fiirdier details see> e.g» Rossi. Current Biologv. 4:469471 (1994). andPCTmiblication 
35 No. WO 97/33551 (published Sqrtember 18, 1997), 

Nucleic acid molecules in triple-helix fonnadon used to inh9>it transcr^on should be siiigle-stranded 
aiui composed of deo^iynucleotides* The base coxiq>08ition of these oligonucleotides is designed such that it 
prcHnotes triple-hdix formation via Hb(^steen base^pairing rules, whidi generally require sizeable stretches of 
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purines or pyrimidines on one strand of a duplex. For further details see, e,g,» PCX publicatim No. WO 
97/33551, si^ra. 

These small molecules can be identified by any one or more of the scrcenipg ass^ discussed 
hereinabove ai^or by ai^ other screening techniques well known for those skilled m tite art 

PR0213 polypeptides and portions thereof whichi possess the abilily to regulate the growth tptfiw^jjnn 
cascade and/or the blood coagulation cascade may also be employed fo^ 

in vitro. Those of ordinary skill in the art will well know how to en?>toy PR0213 p6Iypei«ides for such uses. 

PR0274 polypeptides and portions thereof which have homology to 7TM protein and Pn54 may also 
be useM for wvfwther^jeutic purposes, as weU as for various other The identificatkm of novel 

7TM protein and Fn54-Iike molecules may have rdevande to a number of human disorders which involve 
recognition of ligands and the subsequent signal transduction of information contained wxdiin diose Ugands in 
order to control cdhilar processes. Thus, the idenHfication of new 7TM protein and Fn54-like molecules is of 
special im>ortance in Oiat sudi pnrteins may serve as potential flier^eutics for a vari^ of dififercBt human 
^ disorders, Sudipotypq)tides may also play in^rtam roles in biotechnolo^^ 

^ in various imiustrialai^Iications, As a result, diere is narricntflr fa^w^'fii;* ^ nw^'rfll fntfrrst in new molecules . 
fy 15 such as PR0274, 

^ FRO300 polypeptides and portions hereof ^itich have hcmolpgy to Diff 33 may also be useM for in 

_ vfw therq>eutic purposes, as weH as for various oflier appUcatio^^ The identification of novel Diff 33-likB 
M nwleculesmjQf have rderonce to a immber of human disorders such Thus,tiEie 
^ «teotificationofnewDiff33-likentolecute 

yi20 dierapcudcs foravaiiety of different hraiandisotdare. Such poIypq)tides may also play injwrtant roles in 
biotechnological and nodical researdi as well as various industrial ^q^^ As a result, flieie is particular 
scientific and medical interest in new molecules, such as PRO300. 

PR0296 polypeptides of the present invention which possess biological actrviQr related to that of the 
san»ma-an9lifiedSASprotdnmaJrbeen?>loyedbo<hwiwfortt»^^ Thoseof 
25 ordinaryskinintheartwillweUknowtowto«i5)loytheP^ 
purposes. 

PR0329 poIypQitides of &e present invention ^duch possess biological activity related to that of 
inttffiHfflglobulin F« recq«or iwotein or subunit tfa^f may be enQ)loyed bodi w vfw for dierapeutic jrarposes 
andinvitro. Those of ordinary sldU in die art win wdl know Ikw to eo5)l€^ 
30 present invention for such purposes. 

PR0362 polypeptides of flie presatt invention v/bidi possess bblo^cal activity related to flat of die 
A33 andgenprotein, HCAR protein or £he NrCAM related cdl adhesioamoleculemay be eaqjloyedbodi in vivo 
for therqseutu; purposes and in vitro. 

PR0363 polypqytides of the presGit invention ^rtiich posses bi(A>gical activity related to fliat of tte 
35 cen surface HCAR protein may be en?)loyed bo* wvfw for tlffi^^ Thoseof 
ordinary skiU in the art win wen know how to en^iloy the FR0363 polypeptides of ^ 
purposes. SpedficaUy, extracdlular domains derived &om die PR0363 polyp^tides may be en^rfpycd 
thCTjq^euficaHy in viva for lessening the effects of viral infection. 
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PR0868 polypqytuies of the present inveotion possess biological activity related to that of die 
tmnor necrosis factor protda may be eaq)loyed both in yfvo for therapcatic purposes ami in vitro. Those of 
ordinary skill in the art will well koo w how to en^ioy the PR0868 polypeptides of ^ present invention for siH±i 
purposes. 

PR0382 polypeptides of the present invention which possess biological activi^ related to that of (he 
S scfiiie protease proteins inay be eixi^yed both 01 vrw for Tho^ofordiDaiy 
skill in die art wiU well know how to employ die FRQ382 polypeptides of the present invesition for siKb 
purposes. 

FR0545 polypeptides and portions diereof which have homology, to meltrin may also be useful for in 
wo dieny;»eutic purposes, as weO as for various odier q;q;>licadon8. The identification of novd yp^if«tTi*g 
10 associated with cellular adhesion may be rdevant to a niimbCT of human ^sorders. Oivea diat the mdtrin 
proteins mav play an important role fat a nrnnhgr nf HiftftftRa pmrp»«*Hi^ riw ti4<>nrifirff fj/^n uf nnv meltrin protrins 
p and mdtrin-like nnslecules is of special inq)ortance in that such proteins may serve as potmtial diermeudcs for 
^ a variety ofdifferent human disorders. SittiipolypqitidesrDay also pkyizzqportaixt roles in biotedmolc^^ 
SJ rnedkal research, as well as various iiidustrials^^cations. As a result, there is particular scientific and medical 

15 mterest m new molecules, such as FR0545. 
^ PR0617 polypeptides of the present inventian vrtiich possess biolo^cal activity related to that of the 

in protein noay be enq^loyed both mvfva for dier^>euticpurp Those of ordinary skill in 

dieartwiUwdlkim>wbowtoemptoyliieFR0617polypeirtidesofdiepres^ 
D FRO700 polypqitides and portions diereof ^;(1iidi have homology to protein disulfide isomerase may 

1^20 aIsobc««*dfi.toWw,fl«rape«ticpurposes.a^ 

novd {mjtein disulfide isomer^ses and related nK)lecu!e8inay be relev^ Given 
' that formalicm of disulfide bonds and protein folduig play in^ortant roles in anumber of biolo^bcal processes, 
the identification of new protdn disulfide isomerics and protein disidfi^ isomerase-like molecules is of special 
in^rtance in that sudi proteins may scire as potential ther^ieutics for a variety of different human disorders, 
25 Sttdi polypeptides may also play inqxirtant roles mbiotedmologlcal and medical researdi, as wdl as various 
industrial applications. As a result, there is particular scientific and medical inteiest in new 
PRO700. 

PR07Q2 polypeptides of the present inventioii whidi possess Uological activity related to that of the 
c ongl i ilin m protein may be eny loyed both in vivo for flieK^wndc pgposcs and in vitro. Those of orxiinary skill 
30 in die art will well know how to rnqfioy the PRO702 polypqrtides of the present invmition for such purposes , 
PRO702 polypq»tides having oor^utmin activi^ would be expected to be equable of mMhf tiT ^ hflMtiaggfi itinfa 
activity by influenzfl viruses and/or function as immunogiobulii^independent defonse xztolecules as a result of 
a con^Iement-mediated mechanism* 

PRO703 polypeptides o f the present hivendon whidi possess biological activity related to diat of die 
35 VlXL^Sproteinmaybeen5>loyedbofliihvfwfortherq>euticp^ Those of ordinary skill ia 

die art wiU well know Iww to ai?>loy d» PR07(» polypeptides of the pie^ 

PRCy703 polypq[)tides and portions thereof which have iKwnotogy to VLCAS may also be usefiil for in 
vwdicr^euticiwrposes.aswenasforvariousotherappli^ The identification ofnovd VLCAS proteins 
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andrdatednwlecdesTOybeidevamtoaiuiniberofl^ Thm, tfw if^i^nHfirat^^ new VLCAS 

pTDteim and VLCAS prote!n4ike molecules is of special importance in that such pmtetnie mqy as prff mrial 
therq)eudcs for a vari^ of diffeim Sucb potypq)ddes may also pl^ in^wrtant roles in 

bkjtedumlogicalaMinedicalresearcliaswdlas^^ As a result, tfaeie is particular 

sdentific and medical interest in new molecules^ such as FRO703. 

PR07Q5 polypeptides of ^ [neseot inventioa which possess biological activity related to (hat of ^ 
K-glypicanpioteinmaybeen?itoyedbolhmvfwfiar<herap Those of ordinary skill 

hi the art wiU well know how to caaploy the PRO705 polypeptides of Ihe present faivention for sm* purposes, 
PRO708 polypeptides of die present hivention wtuch possess biological activity related to that of the 
arylsulfiatasepro^teins may be en^teyed both m WW fordid Those of ax^nary 

skifl m die art will weB know how to enqiloy die PRO708 polyp^>tide8 of die present hivention for sucb 
purposes. 

PRQ320 polypei^ides of die presoit invention which possess biological activity related to that of die 
^ fibulin protein may be enqdoyedbodii>ivfw for dierq)«it^ Thoseof ordinary skill in 

S; die art will well know how to en^loy die PRO320 polyp^ides of die present mvention for such purposes* 
fy 15 PRO320 polypqjdjks and portions diereof which have homology to fibolin may also be useM for iSn 

© vfwdierq)eutic purposes, as wcU as for varwusodierqjpUc The idaidficadonofnovelfibulin proteins 
and related molecules may be relevant to a number of human disorders such as cancer or diose mvohiog 
aHmectivetissue,attadnnentmoleculesandtdatedrx£edianism Tfaus,dieidentificationofxiewfibulinproteins 
W ami fibulin protem-Uke molecules is of special nnortance m diat such piotems may serve as potential 
jj|20 dier^peudcs for a varied of di^erent human disordocs. Such polypeptides may also play inqiortant roles m 
p bioledmotogical and inedical research as wdl as various industrial applica^ As a result, diere is particular 
sdoitific and inedical interest in iiew molecules, such as PRO320. 

PR0924 polypeptides of die present invoition vAMi possess biolo^cal activity related to diat of 
oxidoreductasesmaybeenq>loyedbodiwifwfordierq)eu^ Xhoseofoidioaty skill 

25 hitheartwiUwdlknowhowtoen?)loydiePRCB24polypq)ftidesofd^ 

PR0351 pofypeptides of die present inventi(m which possess biological activity related to that of die 
prostasin protdn may be en^}loyed both ihvfw for dietapeuticpu^ jhoseof ordinary skill 

m die art wiU wdl know how to en?>loy tiiePR0351 polypeptides of die present mvoition for such purposes- 
PR035 1 polypeptides and portions diereof which have homology to prostasin also be useful for 
in vivo dier^iemic purpc^, as well as for various odier plications. The identification of novdprostasin 
proteins and related inolecdesnmy be relevant to a nuniber of huniandis^ Thus, die identification of new 
prostasm protenis and prostaan -like molecule is of special iiqwrtance in diat such protdns may serve as 
potential dierapeutics for a variety of difierenthuinan disorders. Sudi polypeptides may also play hi^rtant 
rol^ in btote<±nological and medical research as weQ as various!^ As a result, tfaeze is 

35 particular scientific aiid medical Interest in iiew inolecules, suchasPR03Sl. 

PR0352 polypeptides of die present invention which possess biological activity related to that of the 
buiyn)philhiprotemmaybeai5>loycdbodiOTvfwfordier^)^^ Those of ordmary skill 

m die art will well know how to employ die PR0352 polypqrtides of die present invration for such purposes . 
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FR0381 poIypq>ti<le8 of tbe present ioventicm which possess biological activity related to that of one 
or more of tbte i^KPB imrm moph f1 in ^gotdns may be enqtloyed both in vivo for tfaer^>CTitic purposes and in vitrVt 
fbrexanq)lefbrenhaiuni^ixmminosi]^^ Those of oxdhmiy skill 

in the art will well know how to enqdoy the PR0381 polypqrtides of present inventkm jforsudi purposes. 
PR03 86 polypeptides of the present inveotioa which possess biological activity related to that of the 
5 b^-2subuiiitofa sodium chaxmelejqpressed in rnammaiiancdl^ 

purposes and ihv&m. Those ofordmaiy skill hi fte art win well kix)w how to eoq^ 
of the present invention for such purposes. 

PRO540 polypeptides of the pressiC mvoition v/hkb possess biological activity related to tliat of die 
IXATprotemnaaybeeQ9loyedbothtevfvY>fortherq>enticpu^ Thoseof ordinary skill in 

10 die art will well know how to ai^loy the PROS40 polypeptides of die present invention for purposes . 

PR061S polypeptides of llie present invention which possess biological activity related to that of the 
syniqitogyrm protein inay be enq>loyedbodi VI vm>^ Those of ordinary skOl 

in ti^ art wxU weU know how to ^loy die PR061S pdypepddes of the presau invo^^ 

PR0615 polypeptides andpordonsdiereof whidi have homology to syxi^ytogsrrin may a^ 
for in vivo therq>eutic purposes, as well as for various o&er plications. The I'^tifinttifm of novel 
synaptogyrin proteins and related nK)]ecoles may be relevant to a nuniber of human disorders. Thus, the 
fdentffi c ati on of new syn;qilogyrin proteins aixl syn^itogyn&4ikB noolecoles is of special iirq)ortarx:e in that sudi 
proteirisinaysenre as potential therapeutics for a variety of (Meiemlnin^ Such polypq)tide3 

also pIqrinq)ortant roles in biotechnologicd and medicd research as well as vario As 
a result, tiiere is particular scientific and medical hxt^est in new molecules, such as PR0615. 

PR06I8 polypeptides of die present invention ^^luch possess biolo^calactrvilyrd^ 
enterq)qrtidasemaybeOTitoyedbothwvrwfordier^ TlK^eofordinary skill fa 

tte art win weU know how to employ dse PR0618 polypeptides of the present invention for such purposes. 

FR0618 polypeptides and portions thereof which have homology to enieropeptidase may also be useful 
for in vivo dier^peutic: purposes, as well as for various odier plications. The identification of novel 
enieropeptidase proteins and related molecules may be relevant to a number of human disorders. Thus, the 
i den ti fic ation of new enterop>eptidase protciig and eziteropeptidj^like molecules is of special in^xirtance m that 
siK±i proteins may serve as potential therspeutics for a vari^ of differ^ h^^ Such polypeptides 

also pl^ important toles in biotedmobgical aiKi medical research as weU as various industrial plicatiotts . 
As a result, there is particular scientific and medical interest hi new molecules, such as PR061 8. 

PR0719 polypeptides of die present invention which possess biological activity related to that of die 
lipoprotein lipase H protem may be en^loyed bodi in vivo for diecapeutic purposes ami in yitro. Those of 
ordinary skiU in the art wiU well know how to enqdoy the PRC>719 polypeptides of t^ 
purposes. 

PRa724 polypeptides of die present favention which possess biological acting related to diat of the 
human LDL receptor protefa may be enqiloyed bodi in vivo for therapeutic purposes and in vitro. Those of 
ordhiary skiU in die art wiU weU know how to en^loy die PR0724 polypqi^^ 
purposes* 
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PR0772 polypeptide of the pieseoi inventioa winsb possess biolpgical activxty rdated to that of tbe 
human A4 protem may be en^loyed b<tfh in ww for ther^ieutic purposes and in vftw. Those of ozdinazy skill 
m the art wm wen kimr iu)w to enqjloy fltt PR0772 polypqrtides of t^ 

PR0852 polypqjtides of the present invention which possess biolpgical activily related to fliat of certatn 
protease protein may be enpioyed botti in vivo for Uterapeutic purposes and in vitro. Those of ordinary slnfl 
in the art will well know how to employ the FR0852 polypeptides of fee present invention for such purposes . 

PR08S3 polypqitides of tte present invi^tion ^dnch possess biological activi^ related to diat of &e 
reductase protein m^ be en^loyedbo&wvnv for feer^euticpurpo^ Hu^e of ordinary skill 

in the art will well know how to employ die PR08S3 polypeptides of the present invention for such purposes . 

PROS53 polypq>t^ and portions thmof wbkh have homology to reductase proteins may also be 
nseM for i!Rvivt7dkerq>euticpnrposes» as weO as for various others Given^oxygenfieeradicals 
and antioxidants ^ipear to play in^ortaztf roles in a numiber of disease processes, the identification of new 
reductase proteins and reductase4ike molecules is of special tnqportance in Aat such proteins mxy serve as 
potential thertqjeutics for a vari^ of different human disorders. Such polypqitides ma^ also play inq»ortant 
roles in biotechno logtc al and medical research as well as various industrial applications. As a result* there is 
particular sdentific and medical interest in new molecules* sudi as PR0853 . 

PRO860 polypeptides of the present invention which possess biolo^cal activity related to that of the 
nemx)fasdn protein zxmy be arq>loyed both £nvfvi9 for thers^»euticp Hiose of ordinary skill 

in the art will well know how to en^loy the PROS60 polypeptides of &e present invention for such purposes. 

PRO860polypq)tides and portions thereof which havehomology to iieiirofoscinnifiy also beuseftil fotr 
in vfvatherq;)e^2tic purposes, as weO as for various other s^l^^ Tbe identification of novel neuro&scin 
proteins and related molecules may be rdevant to a number of human disorders which Involve cellular adhesion. 
Thus* die id ent ifi catttm of new neuro&sdn protehis and nanofitscin protein-like molecules is of special 
inqwrtance in that sudi proteins may serve as potential tfaen^eutics for a variety of different human disorders* 
Such polypeptides may also play hnportartt roles in biotechnological and medical research as well as various 
industrial s^^lications. As a resdt, there is particular scientific and medical interest in new molecdes.s^ 
PROa60. 

PR0846 polypei^ides of the present invoition which possess biology activity related to that of the 
CMRF35protdnmaybeen5>toyedbothi}iwwfortherq»eo^ Those of ordmary skill 

in the art win weU kiK)w how to en?>toy flie PR0846 polypeptides of the present 

PR0846 polypeptides and portions thereof ^dihave homobgy to die CMRF35 ptotem may also be 
nsefol for m vrvv therapeutic puri)oses, as weD as for various other qipHcati^ The Identification of novel 
CMRF35 protein and rdated molecules may be relevam to a number of human disorders. Thus, the 
identification of new CMRF35 protein and CMRF35 protein-like molecules is of special inq)ortauce in that such 
proteins naay serve as potendaliherqieutics for a variety of different h^ Such polypeptides m^ 

alsopbyiiiqiortaiitrQlesinbiotechnofogicalandrnedicalresean^asweUasvar^ As 
a result* diere is particular scientific and medicai interest in new molecules* such as PR0846. 

PR0862 polypeptides of die present invention which possess biological activity related to that of die 
lysozyme protein may be en?>loyed both ^vfw for therapeutic^^ Thereof ordinary skill 
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. in the an will wdl know how to en^lpy the PR086t2 polyjpcptkfcs of flie present invwition for such purposes . 

PR0862 polypeptides and portions thereof \^iiich have homology to tbe lysozyme protein may also be 
useful for in vivo thei^>»itic purposes^ as w&H as for various other plications. The i^tif^r^tif>n of novel 
lysozyme piotidns and related molecules may be idevant to a number of human disorders. Thus, die 
Hientification of new lysozymes and lysozyme-like molecutes is of special impcHlance in that such proteins n^y 
5 serve as potential ther^ieutics for a variety of different human disorders. Such polypeptides may also play 
in^rtant roles in biotedmolc^ical and nsedical research as weU IS v^ Asaresutt, 
there is particular scientific and nodical mterest in new molecules, sudi as FR0862. 

PR0864 polypeptides of die present mvendon which possess biological activity related to &at of die 
Wnt-4 protein nuiy be en^loyedbc^mWvD for diospe^ ThoseofG^rdmary skill in 

10 the art will weQ know how to mploy the PR0864 polypeptides of the present invention for such purposes. 

' PR0864 polyp^ddes and portions diereof i;(^ch have homology to d^ Wnt-4 protein may also be 
useful for m vfwi fherq)eutic purposes* as wdl as tot various other {plications. The idendficadon of novel 
£ Wnt-4 proteim and related moleoiles may be rdevam to a xmn]b^ Thus»dieidentifi^on 
^ of new Wnt-4 protein and Wat-4 proteia4ike molecules is of qiecial hxqiortanoe in that such protehxs may serve 
njl5 as potential therapeutics for avarietyofdifferoit human disorders. Such polypeptides may also play in^rtant 
roles inbiotechnological and medical research as well as various industrial qq[>lications. As a result, there is 
partkular sdenti& and medical hitrae^ hi new molecdes» 

PR0792 polypeptides of ti^ present invention which possess biological activity related to diat of the 
CD23 protemtnaybeenqjloyedbolhte vfvoforthers^euticpuri^^ Thoseofordbazy skill in 

i/f20 tte art will wdl know how to ecq>loy die PR0792 polypeptides of the present invendon for such fnnposes. 
{i PR0866 polypeptides of diepresent invention ^^lichpossess biologk^al activi^ related to thatof mindm 

and/or spondinprotem may be eo^lpyed both in vrw for dierqpeuti Those of oidinary 

skin m the art will well know how to enq>loy die FROS66 polypeptides of the present invention for sudi 
purposes. 

25 PR0871 polyp^des of the present hivoitionwhidL possess bblogic^activi^ re 

cydophilin protein fomily may be &atj^oyed bodi in viva for thex^)emic purposes and in ntro. Those of 
ordinary skill in the art wiQ wdl know how to employ the PR0871 polypeptides of die present inveotion for such 
purposes. 

PR0873 polypeptides of die present invention vM± possess biolc^gical activity related to dxat of 
30 carbo;grle8terasesmaybeen?)toyedbothfli vfwfordierqje^ For exan^^le, diey be 

used in conjunction with prodrugs to convert the prodn^^ to its active form (see Danks aaL^sipra). They may 
be used to mhibit parasite hifection (see van Pdtera£.,529;^^^ Mediods for eo^loy the PR0873 polypeptides 
of the pies^ invention for these, and ott^ purposeswiUbereadily iqjparent to diose of ordinary skill in the 
art. 

35 PRC>940 polypeptides of die iTCsenthrvention which possess biologic^ 

CX>33 pn>tdn and/or OB bindii^ protdn-2 may be empfoyed both in vfvo for di^^ 
Those of ordinary skill in d» art wiB wdl know how to enqiloy die PRO940 polyp^des of the present 
mvention for such purposes. 
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PR0941 polypeptides of the present ioveotion wtack possess biological acdvity leiated to that of a 
cadherinpxx}tetniDaybecii]$)}oyedbolhd2>^ Those of oidinary skill 

in the ait win well kxK>w bow to ensploy the FRQ94 1 polypeptides of the presoit inveotioa for such puiposes . 

ni0944 polypeptide of the presoit mveotioa wMdi possess biolQg^ activity related to that of the 
CPE-R protein may be es^Ioyedbo&zhvhv for therq)^^ *Ilx>se of oidmaiy skili in 

the art will wdl know how to enqdoy the PR0944 polypeptides of the present invention for such puiposes. 
PR0944 polypeptides of the present imrentioafliatfmictioa to bind to QostridiumperMngens enterotaxin(CFB) 
may find use for effectively treatixig infisoion by the CPE endotoxm. 

PR09S3 polypqitides of &e present mvention vtliich possess biolo£^ activity related to that of the 
veside-associated membrane protehu VAP-33, may be en^Ioyed both in viva for therapeutic puiposes aitfl in 
yitro. Those of ordinary skill in the art will well know how to enqploy the PR09S3 polypeptides of the present 
inventicm for such purposes. 

PRO1057 polypeptides of &e present inventiott wiMi possess biolpglcal activity related to tihat of 
im>tea5e proteins may be enqdoyed both mWva for dieri^eutk^ Those of ordinary skill 

in the art win weU know how to eo^loy PRO1057 polypq^des of &e present inventi^ 

PRO1071 polypeptides of the present inventian which possess biologjcal activity related to that of the 
iliionibospondinprotehimaybeen^loyedbodimvfwforther^^ Those of ordmary 

skiU in the art wiD wdl know how to enqiloy the PR01Q71 polypeptides of the presem invention for such 
purposes. 

PRO1072 polypeptides of the present invmtion which possess biological activi^ related to diat of 
reductase proteins may be eniployedbodiihv^va for dierap^itic purpose Those of ordinary skin 

m die art win weU know how to eo^loy die PRO1072 polypqitides of the p^ 

PR0107S polypeptides of ti^ pres&it mvaitiQa wbkii pc^sess biologica! activity related to that of 
I»rotexn <&ul£[de isoma^ m^ be enq>loyed both in vivo for therapeutic purposes and in yitro. Those of 
ordinary skiU in die art will well know how to en^loy ti^ PRO1075 polypqE^ides of the preseot invention for 
such purposes. 

PR0181 polypeptides of the present invention wfakh possess biolo^cal activity related to tiiat of the 
cornichon protein xnay be en::$>loyed both ihvhv for th^^a^^^ Thoseof ordinary skill 

m die art win well know how to ot^loy die PR0181 polypqxtides of die present invention for such puiposes. 

FRCM27 po^^pqttides of tiie present invention v^iich possess biological activi^ related to that of variois 
integrin proteins may be enoplpyed both in vivo for therapeutic purposes and in vitro, Tliose of ordinary skill 
in die art will well know how to ^r^doy the PR0827 polypeptides of the present hxvention for sudi puiposes. 

PROl 1 14 pofypeptides of the presm im^exuion vt^iich posses 
cytokizierecq>tor£mulyofpioteins may be employed bo^ Those 
of ordinary SkiU in die art wiU weU krK>w how to en^loy the PROl 1 14 polyi^i^^ 
such purposes. 

In addition to the above, ti» PR01114 hiterferon receptor polypeptides may be employed in 
plications, bodi in vivo and in vitro^ where tte abili^ to bind to an hiterferon ligaod is deshied. Such 
q)plicatimis will be well widiin the skin levd in die art . 
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FRQ237 poIypq)tides of die present iirvendcm vMik possess biological activity related to flutt of (he 
carbonic anhydrase protdn be en^loyed bpdi in vivo for tha::^)eutic purposes and in ydirv. Those of 
ordinary skill in the art wiU weU know bow to enq>loy file PRQ^ 
purposes. 

PR0541 polypeptides of present invention wMdi possess biological activity related to that of a 
trypsin irihibitorprt^eininay be employed botbmvnv^ TtK>se of ordinary 

skill in the art will well know how to eoqiloy the PR0S41 polypeptides of tbe pres^ invention for soch 
porposes. 

PR0273 polyp^tides can be used in assays that other hhemninnf^s would be used in to perform 
con^>aradve assays. Tte results can be tisedaccordiog^y. 

PRO701 polypqHides of the present invention whk± possess biological activiQr related to tlmt of the 
neuroUg^faii2iiyinaybeen]ployedboth&i wwforthers^^^ Thoseof ordinary skill 

in &e art will well kiK>w how to en^Ioy the PR0701 polypeptides of die present invention for such purposes . 

PRO701 can be used hi assays with neurons aiui its actrvi^ dierecm can be con^med with &at of 
ne^lig^ 1, 2 and 3. The results can be qiplied accordingly. 

PRO704 polypeptides of the present Invention \^hich possess biological activity related to diat of 
ve^cularinlpgcdnienibraneprot»nsmaybeen9>loyedb^ Those 
of ordinary skiQ in the ait wiU wdl kiK>w how to enq>loy the PR07()4 polyi^ 
such purposes. 

PR07D4 can be used In assays with dte poIypq;itides to Txltich they 1^ 
lelatlve activities. The results can be apphed accordingly. PRO704 can be tagged ornKasaied for activily to 
measure endocytosis activity and thereby used to screen for agems wfaidi effect eido^Ttosis. 

PRO706 ix>lypeptides of the preset mvention whfeh possess biologjcai activity related to that of tiie 
endogenous prostatic acid i^sphatase precursor may be ent^Ioyed bodi in vivo for tfaer^tostic purposes and in 
i4tro. Those of ordinary skiU in &e art wiU well know how to en^oy the PR07(^ 
invention for such purposes. 

PRO706 can be used in assays with human prostatic add phosphatase or human lysosomal add 
phosphatase and its activity thereon can be oozzqxared widi that of human prostatic acid phosphatase human 
lysosomal acid phosf^iatase* The results can be supplied accordir^. 

PRO707 polypeptides of die present mvention which possess biological activity related to that of 
cadherhis may be en;)toyedbodi{R vfvo for therapeutic purposes and m Those of ordmary skill in die art 
win wen know how to en^loy the PRO707 polypeptides of the present invention for such pirposes. 

PRO707 can be used in assf^s to ^termine its actrvi^ in relation to otiier cadherius^ particulariy 
cadherxnFIBS. The results can be lulled accordhigly. 

PR0322 polype^ides of tte {Hesent invention Ti^idcfa possess biplogical actxvi^ related to that of 
ixeurppsin nuty be enqdoyed both in vm? for therq>eutlc purp(^ Thoseof ordinary skill in tiie 

artwiU well know how to eix^>Ioy the PRC^22 polypeptides of die present invention for such purposes. 

PR0322 can be used m assays to detennizK its activity relative to neuropsin, trypsinog^ serine 
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protease and ncorosin, and die results applied aoobrdii^y. 

PR0526 polypeptides of the piesemixiVQidonwMch possess bi^ 
protein binding proteins may be enq>toyed both m Those of oidinaiy 

skill in the art will wdl know how to exnploy the FR0526 polypeptides of the preseitt invention for sodi 
purposes. 

Assays can be performed with growdi factors and other proteins which are known to form con:q>lexes 
to determine ^n4ietherPR0326bnxlsdiereto and wh^t^ The 
results can be used accordiogly. 

PR0531 polypeptides of the pies^inyentioawhfeh possess biological activi^ 
protocadherinsmaybeen?>lpyedbothfevfwfortherap«i& Those of ordmary skill in 

die art win well know how to ecaj^y tibe PR053 1 polypeptides of the present invention for siaii puiposes, 

PRQSSl can be used in assays against protocadherin 3 and other protoc8dherins» to determine dieir 
relative activities. The results can be ^lied accordingly. 

PR0534 polype^des of die present nivention wfaidi possess biological acti^ related to that of the 
protdn disulfide isomerase may be enq^Ioyed bodi m vivo for diers^peatic purposes and in vitro. Those of 
ordinary skOl in the art wiD well kxu) w how to en^oy die PR0534 polypqxtides of die present invention for such 
pxrposes. 

PRQS34 can be used in AAsays wifli pm^fri Hk:^i1fi{^ \Knmf^i^. to ^etermfn^ ^ t^l^tffvg activities . The 
results can be applied accordingly. 

PR0697 polypeptides of die present invention ^iiidi possess biological activity related to tiiat of the 
sFRPfe^IityID^bec^^)Ioyedbodl£flwwfordler^>euticIw^^ Hiose of ordinary skill in die 

art will well know how to en^loy die PR0697 polypeptides of die present invention for such purposes* 

PR0697 can be used m assays wiflisFRPs and SARPs to determine die rel^ Tteresuhs 
can be applied accordingly. 

PR0731 polypq)tides of the present iirventionwhidi possess biolo^cal activity related to that of any 
protocadherin may be en^loyedbodiurv^ for fherqieutic^^^ Those of ordmary skill m 

the art will wefl know how to enqtloy the PR073 1 polypeptides of die present invention for sudi purposes. 

PR073 1 can be used in assiQrs with tbe polypeptides to which they have identity \^ 
relative activities. The results can be ^lied^xx>rdiqgty. 

PR0768 polypeptides of die present hrvention which possess luological activi^ related to that of 
integnx^riiaybeenq>loyedb(^2n vnvfortherq)enticpurp^ Tboseof ordinary skill in die art 

will wen know how to en5>loy the PR0768 polypeptides of die present invention for such purposes. 

PR07 68 can be used m assays widi die polypeptides to which diey have identity with to determme die 
relative activities. The results can be ^Hed accordistgly. 

PR0771 polypeptides of die presoit kventioniKiuch possess biological activiiy related to diat of die 

testican protein may be enytoyedbodiifivfw for dierqwwticpi^^ Thoseof ordmary skill in 

dieartwill w^knowhowtocmptoy tfaePR077l polypeptides of die present mventionlbr such purposes. 

PR0771 can be used m assays widi die polypqddes to ^ch dii^ have identity wi^ 
relative activities. The results can be qpplied accmdin gty , 
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PR0733 polypeptides of the pres^ invention ^^uch possess biological activity idated to tbat of tbe 
protenas which bind the Tl /ST2 receptor tm^ be eo^loyed bolii in vivo for therq)eudc puiposes and in ^nirv. 
Those of ordinary sIdD in the ait wiD well know how to eo^loy the PR0733 polypeptides of the present 
inventioa for such porposes. 

PR0733 can be used in assays with the polypq)tides to 5x1iich 
relative activities. The results can be applied accordingly. 

PRO 162 polypeptides of the pie»it invention which possess biological activity related to Aat of &e 
pancreatitis-associated pn)tein may be enjoyed bofli in 1^ for dier^^ Thoseof 
ordinary skill m the art will well know how to employ tb& PRO 162 poiypqptides of the present invention for such 
puiposes. 

PR0162 can be used in asssQTs widi the polypeptides to which diey have identic 
relative activities. The results can be s^iplied accordingly. 

PR0788 polypeptides of dxe present invention which possess biological activity related to that of the 
anti-nec^lastic urinary protehi may be employed both mvfwfo Thoseof 
ordinary skiU in the art will well know how to enqdoy the PR0788 polypqktides of the present invention for such 
purposes. 

PR0788 can be used in assays with the polypeptides to which Aey have identity witfa tn rfftf prminft thft 
relative activities. Tbe results can be iqqplied accordio^y* 

PROlOOg polypqitides of the iment hivention^i^iicli possess biological activi^ rdatedto tbat of d^-1 
may be enq>loyed both i^vfw for theiqimic purposes and £^ Those ofordinary skill in^ art will weU 
know how to employ the FRO 1 008 polypeptides of the present invention for such purposes. 

FRO1008 can be used in assays with the polypeptides to whicli (hey have identity with to 
relative ^vMes. The results can be ^pliedaccordu^y* 

FRO1012 polypqddes of the present invention which possess biological activity related to that of the 
pn>tein disulfide isomerase may be enq^loyed both in vf\» and Hioseofoidinaiy skill in the 

art will weU know how to employ die PRO1012 polypeptides of the present mvemion for such purposes. 

FRO1012 canbe used in assays wifli flie polypqtfjdes to which they have identity witfi tn jU^t rnnhw rtn* 
relative activities. The results can be applied accordingly* 

PRO1014 polypeptides of the present invention viash possess biological activxty related to that of 
reductase may be enq>IoyedbodiOTvfvi9 for therepaiticpurpo^ Iboseofordinaiy skill in die art 

will weU know how to employ the FRO1014 polypeptides of the present invention for such puiposes. 

PRO1014 can be used m assays widi die polypeptiifes to which they have id^xti^ 
relative activities. Inhibitors ofPROIOU are partundariy preferred. Tte results can be ^lied acoordhogly. 

PRO1017 polypeptides of (he present invention whidi possess biological activity related to that of 
sulfotransferase may be employed both in vivo for therapeutic purposes and in vitro. Those oforduiary skill in 
die art will wdl know how to Gnfioy the PRO1017 polypeptides of the present invention for such puiposes. 

PRO1017 can be used in assays wifli the polyp^ttdes to wbkh they have Identity wfth rn ri<»fi>rmiTift thg 
idative activities. Tlie results can be aj^lied accordhigly. 

PR0474 polypeptides of the pres^ invention wbish possess biologural activi^ related to that of 
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ddiydrogeoasemaybeoxqjloyedbollimvn^ llioseof ordiziaiyskfllm 

the art win well know how to &nploy the PRC)474 polypqytides of tht present invention for such purposes. 

PR0474 can be used in assays Wilh ibe polypgitidfis tn which they have idgntify wtrh tn rf^ mninp rill* 

leladve activities. The results can be q^Iied accotdipgly. 

PRO1031 polypeptides of the pieseminveotioa^vliich possess biological acdvi^ related to fhatof ILrl7 
nmy be en^Ioyedbodimwva for thers^KUtic purposes axKit^ Those of ordinary skiD in flie ait will well 
know how to en^oy the PR01Q31 polypeptides of ^ present inventicni tor siKh purposes* 

PRO103 1 can be used in assays with tbt polypeptides to wbadh they have identity with tn HftTftrmlnft riift 
relate activities. The results can be q^lied accordingly* 

PR093 8 polypeptides of the present invendan^cfa possess biological activi^ related to that of i»rotein 
disulfide isonierase may be employed both in vmi to ther^teo^ llK>se of ordinary skill 

in the art will well know how to eo^Ioy the PRQ938 polypei^ides of the present invmtion for sudi pirposes. 

PRO1082 polypqitides of the present invention which possess biolo^^al activity related to diat of the 
U^L receptor may be en:9loyedbo4hcRvfv9 for dier^;)euticpur^^ Those of ordinary skill m 

the art win weQ know how to eiiqiloy the PRO1082 po^pq»tides of the preset 

PRO 1 082 can be used in assays with the polypeptides to which they have idextiity with to d^ermine die 
relative activities. The results can be iq[9)lied accordingly. PRO1082 can also be used in assays to identify 
candidate agoits in^iich modulate the receptors. 

PRO10S3 polypqnides of die present inveotioniK^iidi possess biologkal activity rdated to that of TIM 
recqm>r8m^ be enq^yedbodi in vM^ for tiien^>eutic purposes and ^ Those of orduiary skill in the art 
will well know how to enoploy the PRO1083 pcdypeptides of the present bxveittion for sudi purposes. 

lhpmlcularPRO1083 can be used in as^ay^ to detenpin^ c^ndfdfltg agents n«hi<^ control or tnndnlfltft 
PRO1083. Le., have an effect on die receptor. 

The VEGF-E molecules heremhave anumberof therqjeutic uses assodated with survival, proliferation 
and/or diSerention of cells. Such uses indude the treatment of umhilicul vpJn ein^t Mia\ r^]]^^ fn vifw ftf flir 
demonstrated ability of VEGP-E to increa5te'iairviv«i of ^iiTnan^nnhilifal vfin fndothelffll cells. Iteatmentmay 
be tieeded if die veixi w^ subjected to traumata* or situations wherem artifi^ 

d2e8urrivaloftiieimibiUcdvein,forexan[$>k, ^Niiereiti^ orin 
anartiftctalenvironment Otiierphysiologicalconditionsthatcouldbein^jmvedbasedontiie^^ 
character ofVEGF-E are also mcludedl^rein. Uses also inch^ the treatnient of fibroblasts and myocytes, m 
view of die dempnstrated sbUity of VEGF-E to mdoce proltferationof fibroblasts and hypertrophy m myocytes. 
In particular, VEGF-E can be used in wound healii^, tissue growth and muscle geoeration and regeneration. 

For the indicati ons referred to above, the VEGP-E molecule will be formulated and dosed in a fashion 
consistent with good medical practice takh^ into aocoum die specific disord^ 

mdividual pa ti en t ^ the site of delivery of die VEGF-E, the meSiod of adntimstration, and odier factors known 
topractitfoners: Thus, forpurposes herein, (he "dicxapeuticaUyeffectiveanH5unt" of d^ 
diat is effective eidier to prevent, lessen die worseniAg of, alleviate, or cure die treated condition, in particular 
that anMunt ^ixich is sufBdent to enhance die aurvival, proliferatimi and/or differentiation of die treated ccBs 
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in vivo. 

VEGF-E amino add vaiiant seqaeoces bxkI derivatives that are immunologicaily ciussreactive widi 
antibodies raised against native VEGF are usefol in immunoass^ for VEGF-E as standards , or, -v^im labeled, 
as competitive lec^gents. 

Tbe VEGP-E is prepsred for storage or administration by mixing VEGF-E having die desired degree 
of purit/ with physiologically accQitable carriers, excq)iaits, or stabilizers. Such mfltP^flk are no&4Q3dc to 
redpients at the dosages and com^entrationsea^Ioyed. IffteVEGF-Eiswatersohible, it may be formulated 
in a buffer such as phosphate or other organic acid salt prefci^ If die VEGS'-Eis 

only partial^ soluble in water, it may be prepared as a microemulsion by formniatix^ it widi a noidanic 
surfactant audi as Tween, Huronics, or PEG, e.g., TweenSO. inanamountofO,0*4).05?6 (w/v), to increase 
its sdubility. 

Qi^ionally od» mgrertfents may be added such as antioxidants, e.g., ascorbic acid; low molecular 
weig}it (less than about ten residues) pcdypq^ides, e.g*, polyazginine or tr^K|rtides; proteins, sudi as serum 
albumin, gelatin, or inmninpglobuliiis; hydrophilic polymers such as polyviizy^yyxiolidGne; aminn acids, such 
as glycine, ghitamic add, aspartic actd^ orarginme; montisacchflriifefi, diftflfirfmrirfftfi^ nryi <^tfv^ c^irMiydrates 
indndfn g cellulose or its derivatives , glucose, mannose, or dextrins ; didacing agoits sudi as EDTA; and sugar 
alcohols sudi as maonitol or sorbitol. 

The VEGF-E to beusedfortherq»aiticadministiationmxistbesterile. Sterility is readily accon^lished 
by fUtrationdirougjiistcnk filtration m£nihraiie$(e*^^ The VEGP-Eonfinarily will 

be stored in lyophHized fonn or as an aqueous solution if it is hiiJily stable to thermal »nd oxidaiive denaturation. 
Tte pH of fl}e VEGP-E jgeparatjons tyt»cally will he ahnut fmm tn fl1rhn»g|i Iti^fr ^ lowfT pH valTtfS may 

also be q)propriate in certain instances. & wiU be understood that use of certain of the forcing excqH^ 
carriers, or stabilizers will result in the formation of salts of the VEGF-E. 

If the VEGF-E is to be used parenterally, dierq)eutic compositions contaxnipg die VEGF-E generally 
are placed into a contains having a sterile access port, for example, an intravenous sohitkm bag or vial haviqg 
a stopper pierceable by a hypodermic irgection oeedle. 

Generally, where the dBorder permits, one should formulate and dose tbe VEGF-E for dte^speciflc 
delivery. Iliis is convenient In die case ofwouiKis and ulcers. 

Sustaixzed release formulations may also beprq>ared, and indude die franadon of microci^>sularpartides and 
impl a nt a b le artides. F6r pr^>anng sustained-release VEGF-E compositions, die VEGF-E is preferably 
incorporated into a biodegradable n:iatrix or inicrocapsule. A suitable material for this purpose is a polylactide, 
aMiou^ other polymers of p61y-(a-hydro3g^carbo;ylic adds), sudi as poly-D-(-)-3-hydn»^bulyric acid (EP 
133,988A), can be used. Odier biodegradable polymers include polyOadon^), poly(acetals), poly(ortlioester5), 
or poly(ordiocarbonates). The initial consideration here must be diat die carrier itsdf, or its degradation 
products, is nontoxic in die target tissue and wiU not furdieraggra^ This can be determined 

by routine screening in animal mo^ls of die target disorder or, if such models are unavailable, in normal 
animals. Numerous sdentific puUications document such animal models. 

Fbr exan^les of sustamed release con^xwidons, see U.S. Patent No, 3,773,919, EP S8,481A, U.S. 
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Patent No. 3,887,6^, EP 158,277A, Canadian Patent No. 1176565. U. Sidman et at., Btopolymm 22, 547 
[1983], and R, Lan^ et oL. Chem. Tecfu 12, ^ [1982]. 

When applied topically, the VEGF-E is suitably cambix^ with other TT^gnvtipfTtg , siKh as carriers and/or 
adjuvants. Tliere are no limitations on the nature, of such odier ipgredienSs, except diat ibey must be 
{Aa rmac rai tic ally acceptable and efficacious for their intended admimstration* and cannot degrade Hie acdvity 
of tbe active ixigredients of the con^sition. Exanqdes of suitable vehidesindude ointmeatils, oieams, 
suspensions^ wiQi or without purified ooQagen. The con^ositions also may be impttgpated into transdermal 
patches, plasters, and bandages, preferably hi liquid or semi-liquid form. 

For obtaining a gd formulation, the VEGF-E formulated in a liquid 
an effective amount of a water-soluble polysaccharide or syofiietic pdyn^r such as poly^yl^ glycol to form 
a gel of &e proper viscosi^ to be ^Ued topically. The polysaccharide that may be used includes, for exanq>le, 
cellulose derivatives such as edi^ified oeOulose derivatives, inchxiing alkyl celluloses, hydio^gralkyl celluloses, 
and alkylhydio:^aIlg^l oeMoses, for exan^ie, mefhylcellulose, hydroxy^^ cdhibse, catbaQno^tiiyl ceUulose, 
hydroxypropyl methylcelhdose, and hydroxypropyl ceDuIose; stardi and fractionated starch; asa; al^nic acid 
and algmales; gum arabte; puOuDan; agarose; carra^^ian; dextrans; dexttins; fru^ans; inulin; mamians; ^lans; 
arabinans; dutosans; glycogens; ghtcans; and syndietic biopolymers; as wdl as gums such as xanthangum; guar 
guni; locust bean gum; gum arabic;tiagacandi gum; aiuikarayaguni; and deri The 
prefoiedgieillittg agent herein is one that is inert to biologicd sinylc to prep are , and not too 

runny or viscous, and win not destabilize the VEGF-E hdd witfam it 

Preferably the polysacdiaride is an etfaerified ceDuIose derivative, more preferabfy one that is wdl 
defined, puriSed, and listed in USP, e.g., m^ylceQulose and &e hydro^^aD^l cdhxiose derivatives, such as 
hydroxypropyl cdMose,lordn)xy^ylcelhiIose, and hydroxy^^ Most prcfferred herem 

is metlQ^lcelhilose. 

The polyethylene glycol useful for ^llmg is typically a mixture of low and faig^ molecular weight 
polyediylene glycols to obtam &e proper viscosity. For exan^le, a mixture of a polyethylene glycol of 
nK)lecular wdght 400-600 with one of molecular wdght 15C)0 wou^ 
in tbe proper ratio to obtain a paste. 

The term 'water soluble' as j^lied to the polysaccharides axKi polyethylene glycols is meant to inchide 
colloidal SOhltiQCB and dispersions. In general, the solnbility of Ihe ceilnlose derivfltivefi ic rfffte mnme d hy the 
degree of substitution of etfier grotq^, and &e stabiliziog derivatives useful h^ein should have a sufficient 
quantity of such ether groups per anhydroghicose unit in the cellulose chain to render tiie derivatives water 
sohible. A degree of edier sutetitotion of at least 0.35 ether groups per anhydroghicose unit is generally 
sufEtdent Additionally, the cellulose derivatives may be in the form of alkali metal salts, for exanq)le, ^ Li, 
Na, K, or Cs salts. 

If mediylcdhilose is employed in (he gd, preferably it con^dses about 2-5 % , more preferably about 
3%, oftheg^anddte VEGF is present man amoum of about 3(X)-l(XK)mg per ml of gd. 

The dosage to be eaq>foyed is d^)eDdenXTqx)a die factors descdbe^ As a general proposition, 
the VEGF-E is formulated and delivered to the target site or tissue at a dosage capable of establishing in the 
tissue a VEGF-E level greater than about 0. 1 ng/cc vpto^ mflYtm^Tfif^ ^ose itat is efOcadous but not unduly 
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toxic. Thisinlia-^issuecoiK^zitiatbashouIdbein^ 

topical plication, or Injecdon at empirically d&tiarnaned freqoeacks. 

& is within the scope hereof to combiiie the VEGF-E ther^ 
(e.g„ growth fectors such as VEGF, aFGF, bPGF, PDGF, IGF, NGF, anabolic steroids, EGF or TGF-a) for 
enhancing tbc activily of any of the growth fiactors, indudhig YEGOP^E, in pnmiotmg cell proliferation, survival, 
differentiation and repair, h is noti^cessary that such cotreatment drugs be included p» se m die compositions 
of diis mvention, although this will be convenient wbsrt such drugs are iHoteinaceous. Such admixtures axe 
suitaHy administered in (he same manner and for the same purposes as tt» VEGF-E used aloi^. The useful 
molar ratio of VEGF-E to such secondary growth fsctots is Qpically 1:0.1-10. with about eqiumolar amtjunts 
being preferred. 

The conqK)unds of die preseait invention can be formulated according to known methods to prepare 
pharmaceudcally useM conq>ositions, v/btxtty the PRO polypeptide hereof is combined fai admixture widi a 
ptharmaceudcally acceptable carrier vehicle. Suitable carrier vehicles and tfadr formulation, inchisive of other 
human protems, e.g., human serum altoinin, are described, for exan$le, in Remington's Phamac&aical 
Sciences, 16di ed., 19^, Mack Publishing Od», edited by Oslo et oL ±c disclosure of whidi is hereby 
incorporated by refer^ice. The VEGF-E herein may be administered pareoteraUy to »d)jec£s suff^^ 
cardiovascular diseases or conditions, or by other mdhods diat ensure its ddiveiy to d^ bloodstream in an 
effeoive fomu 

Con^iosxdQns particularly well suited for die clmical admmistradonof VEGF-E bmofeo^loyed indie 
practKe of tbe present invoidon uK^ude, for exano^, sterile aqueous sohitions, or sterile hydratabte powdm 
such as lyophilized protein. It is generally desirable to include fnrtiier in the fommlaritm an a^i^mnwiate anvmnT 
of a phanrwc e oti cally accq>table salt, generally in an amount suflScient to render die fommlation isotonic. A 
pH regulator sucih as arginine base, axKl phos{*oric add, are also Really UKduded in sufBcient quantities to 
maintain an ^^nopriatepH, generally from 5,5 to 7.5. Moreover, for improvenieni of shelf-life or stability of 
aqueousformulations,itmayal$obedesirabletoincludeftirdxeragentss^ Aithis manner, variant 

t-PA formuladons are rendered iq;^nx>priate for parenteral admmistration, and, in particular, intravenous 
administradon. 

Dosages and desned drug ooiK^entrations of pharmaceutical conQtosidons of die present invention may 
vary dependir^g on die particular use eavisioi»d. For exan^Ie, in die treatment of deep vein thrombosis or 
perq^heral vascular disease, "bolus" doses, will ^picalfy be preferred widi subsequent administrations being 
given to maintain an s^roximately con^ant Uood level . preforabfy on die order of about 3 /tg/ml. 

However, for use in connection widi emergmcy nodical care &cilities where hifiision ci^airility is 
gKieraUy not available and due to die ^neralty critical nature of die unde^ 

it will generally be desirable to provide somev^iat larger initial doses, such as an intravenous bolus. 

For die various dierq)eudc indicadons referred to for die oonqwfunds hereof, the VEGF-E molecules 
wiU be fonnulated aiKi dosed in a fasUon consistent widi good medical practice tak^ 
disorder to be treated, die condition of the individual patient, die site of delivery, a» mediod of administtation 
aiidodier factors known to practitioners in the respective art. Thus, for purposes herein, die "dien^jeutically 
effective amount" of die VEGF-E ntt>lecules hereof is an amount diat is effective eidier to prevent, lessen die 
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woreeoix^ of, alleviate^ or cure the treated condition, in particular that amount is sufficient to enhance 
the survival, proliferation or differ»itiation of taig^ In genea:al a dosage is eo^loyed capable 

of establishing in the tissue that is the targ^ for Ae ther^eutic mdication beipg treated a level of a VEGF-E 
l^reof greater than about 0.1 ng/cm* up to a maximum Awe that is efScacious but not unduly toxic. It is 
c onte ny lflt ed that tntra-tissue adnunistration may be the choice for certain of the therq)eutic tnriirfttj ftps for the 
compounds hereof. 

The human ToU proteins of the present invention can also be used in assays to 
or molecules mvolved in ToU-mediated signal transductioa For exanq)le, PR0285 and PRQ286 arc useful in 
ideotifyiog the as of yet unknown natural ligaods of human Tolls, or other fectora ihat parturqmte (direct^ <»- 
indirectly} in the activation of and/or signaling through a human Toll rece^r , such as p(Mential Toll tecegtoc 
associated idnases. laaddition. iiM>itorsoftherecq>toryiigandbimiipginieiacti03icanbeidentifi^ Proteins 
involved in sudi binding intera^ns can also be used to screen for peptide <»* small molecule Inhibitors or 
agonists of ibt binding interaction. Screening assays can be designed to find lead conqKnmds diat mimic die 
bidlo^cal activity of a native Ton polypeptide or a ligand for a native ToU^^ Suchscreemngass^ 
will ixK^lude assays amoiable to high-throx^}qnit screenh^ of chemical libraries, making diem particularly 
suitable for identiiying small molecule dn^ candidates. S^naU molecules conten^lated include synth^ organic 
or ]iK>isamc confounds. The assays can be perfnnned m « v«ri<>ty nf fnrmjiM^ fnriiTrffq gpp^^iy-pp^ff^fn binding 
assays, biodiemlcal s<»eenittg assays, immmxoassays and cdl based assays^ 
art 

In vitro assays employ a mixture of con9)onaits indudii^ a Toll receptor polypeptide, which m^ be 
part of fusion product widi another pqrtide or polypqitide, e.g., a tag for ctetectioig or anttoring, etc. Tlie assiy 
mixtures may further con^ffise (for bindn^g ass^} a natural intra- or cxtracelhilar Toll binding target ^e. a 
Ton ligand, or anoflier molecule known to activate and/or signal fliroi^ die Toll receptor). While native 
binding targets may be used, it is frequaitty prefmed to use portion of such native binding targets (e.g. 
pqrtiite), so long as the portion provides biiHiing afBnity and 

measurable in flie assay. Ibe assay mixture also ocmtains a caiuiidateplianm^logi^ Candidate agents 
enco^^>ass numerous chemical classes, througii typically they are organic cQnymmda, pfeferaWy gman rtrganii? 
con^xjunds, and are obtahied firom a wide varieQr of sources, inchkUog libraries of synthetic or natural 
conqwunds, A varietyofotherreagentsmay also be indudedm die mixture, such a^^ 
proteins, e.g. albumin, detergents, protease inhibitors, nuclease inhibhors, antimiat^jial agents, tic. 

In in vitro binding assays, die r^ultant mixture is incubated under conditians wheezy, but for the 
presence of the candidate molecule, the Toll protein specifically binds die ceQular biiKiing target, portion or 
analog, widi a reference binding affini^. The mixture con^onentscanbe added in any order diat provides for 
the reqdsite bindings and incubations may be performed at any tenqperature which facilitates optimal bindh^ 
Incubation periods are likewise selected for optimal bhKliQg but also mfnimizfid to facilitate npid high-throti^lyot 
screenipg. 

After incubatioiu die aggnt-biascd bitKlin^ between die Toll protein and one ar nrnrg Ki'nHfa^ turgprn fa 
detected by any convenient technique. For oeO-free billing type assays, a separation step is often used to 
sq>arate bound from unbound components. Scparatk)nnwybeefBectedlyprec^itation{e.g.TCApredpilatioi^ 
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mnxninopiecQ)itation, ^.), imx]K)bilizatim(e.gonasoIMsubstc^ foUowedt^ washnigl^,fbrexanq)Ie, 
membrane filtration (e.g. Whatman*6 P-18 ion ^xchaQge paper^ Palyfiitn>mc*s bydrophobic GFC membiaoe, 
etc.). gel cbzomatogr^fiy <e.g. gd filtration, affinity, etc}. F6r Toll-dependem ttanscnpticm assays, biiKling 
is detected by a change in liie ezpressim of a ToU-dqpe^^ 

Detection may be effected in ai^coaveaieQt way. F6r cen-fi:ee binding assays^ one of the componems 
usually conq^es or is coiq>led to a label. The label may provide for £iect detection as radioactivity, 
luminesc^ice, optical or electron density, etc., or ixdirect detection, sfadi as, an epitope tag, an en^me, etc. 
A variety of methods may be used to detea (he label dqvemiii^ on the nature of the label and o&er assay 
components, e.g. througli optical or electron density, radiative emissions, nonradiative energy transfiers, etc. or 
indirectly d^ected widi antibody coigugates, &c. 

Nucleic acid auxxliqg the ToU polypeptides disclosed herein n^ Ingene 
therapy ai^lications, genes are introduced into cdls in order to achieve in vivo synthesis of a tbeiapeudcalty 
effective genetic product, for example for replacement of a defective get^. 'Gene tiienqsy" inchxdes both 
conventional therapy ^^liere a lastmg effixt is achieved ^ 

thers^ieutic agents, which involves tbe one time or r^>eated administration of atiierapeutically effective DNA 
ormRNA. AntisenseRNAsandDNAscanbeusedasthirari^eutic^entsforbloc^^ 
g&^invivo. ft has alie^y been shown tiiat short anlisense oligonucleotides can be i 
they act as inhibitors, despite their low intraccHuIar GoncGatrati<Hi8 c^^ 

membrane. Camecnik etaL. Proc. NatiL Acad. Sci. USA 83. 4143-4146 ri986n. The oligonucleotides can be 
modified to enhance tfadr iqitake, e.g. by substituting their n^ativety charged phoq^iodiester groins by 
uischarged gro\^. 

There are a variety of tecfaniqoes availal^ for introducing nucleic acids mto viable cdls. Hie 
techniques vary depending upon wb^her the nucleic add is tra^^ 

the cells of die intended host. Techniques su&able for the transfer of nucleic add into mammalian cells in ^^tro 
indude the use of liposomes , dectroporation, ndcroir^ection, ceH ftision, DEAE^kxtran, the calcium phospiiate 
prec^)itationmethod«etc. ThecurrentiyprefeiTed/hWvagez£tramfertechniquesixK:hidetr^ 
(typically r^viral) vectors and viral coat protem-liposomc mediated transfection (Dzm et al.^ Trends in 
Biotedmologv IT, 205-210 [1993]). hi some situations it is desirable to provide the nuddc acLd source widi 
an agent that targets the target cells, such as an antibody ^ledfic for a ceil sur&oe membrane protein or tise 
taigetcell, aUgai^forarecqytorontiietaig^cell, etc. TVhmlq)osomes are en^loyed, proteins \«^bdch 
to a cell sur&ce membrane protein assodated widi mkxrytosis may be used for targeting and/or to facilitate 
uptake, e.g. capsidprotdm or frag^ientstfaereoftropic for a parties 

undergo internalization in cycling, proteins that targd intracellular localizatk>n and enhance intracdhilar half-life. 
Ilie technique of rec^r^mediated ttidocytosis is described* for example, by Wu eg oL. J. Biol. C3bem. 262. 
44294432 (1987): and Waener er oL. Proc. NatL Acad. Sd. USA 87. 3410-3414 (199m. Fdr review of flic 
currently known gene marimg and g«>e tfaeratyy protocols see Anderson er^iL, Science 256. 808-813 (1992)., 

The various uses listed in connection witii flic Toll proteins herein, are also available fbr agonists of the 
native Toll recqitors, which mimic at least one biological function of a native ToS receptor. 

Neurotriminas wdlas other members of the IgLON subfamily of the imnmnoglr^lm gnp^ fitiwily havft 
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been identified to have effect vpm neural pattoning, differcntiatiQa, maturatiaQ and growth. As a reffldt, 
PR0337 the human ncurotrimm honwiog polypeptides would be expected to have utility in diseases ^*toch are 
characterized by neural disfimction. For exanqjle, moicmairon disorders such as aniyotrogliic la 
(Lou Gduig's disease), Bdl's palsy, and various conditions involvii^ spinal mtBCular atiopi^, or paralysis. 
NGF variant fonnulatioiis of tiie iwention can be used to tr^ 

Alzheimar's disease, ParkiDson's disease, Q>ilepsy, multiple sclerosis, Huntnigton's chorea. Dawn's Syndrome, 
iMve deafiaess, and Maifcre's disease. Moreover PR0337 polypeptide may also be used as a cognitive 
enhancer, to enhance teamh^g particolarly in dementia or trauma, such as th<»e associated with the above 
diseases. 

Further, PR0337 may be ea^)Ioyed to treat ncOTopadiy, aiKi especially peripheral ncuropafliy. 
" Perqiheral neuropathy * refers to a disorder affecthig tte perqiheral nervgyun system , nvwrf nftwi m nnif initftH 
oneoracombinatioaof motor, sensory, sensorintotor, or a u tomMiiic neural dysfimction. The wide vadety of 
nK»ph<dogies exhilHted by periphml MitppaiMes can 
ofcauses. Forexan?)le,per^iheralneurqMthiescanbegeDeticaUy acquired 
orcanbeinducedbyatDxicageazt. Examples iixchide but ai^iiotiinuted to diabetic per^ih^ 
sensorimotor ncuropatlq^, or autonomic neuropathic such as reduced motili^ of the gastrointestmal tract or 
atony of the urinary bladder. Examples of neunyathies associated with systemic disease include post-polio 
syndrome or AIDS-associated nairppafliy; exanq)les of hereditary neuropathies include C2iaroot-Marie-Toodi 
disease, Refeum's disease, Abetalipoproteinemia, Tangier disease, Krabbe's disease, M^achnmiatic 
loikodystrophy, Fabry's disease, and Dejerine-Sottas syndrome; and exangiles of neuropafliies caused by a toxic 
ag^ include those caused by treatment with a chemoftCT^paitic agent such as vincristhae, cisplatin, 
metiKrtrexate,or3'-a2ido-3'-deoxythyimdine. ConespondiqgJy.iKurotrimmaittJ^gomstswouU be expected to 
Imve utilily in diseases cliaracterized by excessive i^urcmal actiW 

Endofcelin is generated ficom inactive intgrmediatftft, tha hig ffl^thHins, by a unique processing eveait 
catalyzed by the zmcmetaIlDprotease.endo(heiinconvcrtiagenzyn^ ECE was recently cIoMd, and its 

structure was shown to be a sipgle pass transmembrane protein wi& a ^ 

extracellular Otennlnal that contains fbe cata^tic domain and mmiKOus N-glyoosylation sites. ECEs cleave 
ejido&eJm propq)tide between Trp73 and Val74 produciqg fee active peptide, FT, whidi ^>pears to function 
as a local rather than a circulatiag hormone (Rubanyi, G.M. & Polokoff. M.A„ Pharmacholo^cal Reviews 46: 
325-415(1994). Thus ECE activity is a potential site of regulatian of endofli^ 

ford3er^>euticmtenratk)nintheendotheIinsystem. By blocking ECEactiviQr, it is possible stop the produ<aion 
of ET-l by inhibiting die converslcHi of the relatively inactive precursor, big ET-1, to die physiologically active 
form. 

ECE^2is64% ideitticaltobovhieEC3B-2atthcanuiK>acidlevel. ECB-2 is closely related to ECE-i 
(63% identical, 80% conserve^, neutral endqiqrtidase 24,11 ami BovmeECE-2 
is a type n mMahrane-bound mrtalloproteinase localized jn the trans-CWgl network ^rtiere it acts as an 
mtraccllular enzyme converting cadogenous big endottielm-1 into active «idothflin (Snoto, N. and 
Yanai^wa, M., J. Biol. Oiotl 270: 15262-1S268 (1995). Tbt bovine ECE-2 mRNA eq>ression is hi^best 
in parts of tt» brafai, cerebral cortex, cerebellum and adrenal medulla, ft is ej^MKssed at lower levels in 
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niymetrimn, testes, ovaiy^ and Rndothftlia! ccUs. Bavme ECE-2 and EC£-i boliiaienK»e active on 
a substrate compared to ET-2 or ET-3, Emoto and Yanapg^sawa, sqm 

HumaaECE-2 is 736 amino adds in length wifli a 31 residue atnincMenninal tafl. a 23 residue transmembrane 
helix and a d82 carboxy-tenninal domain. It is 94% identical to bovine ECE-2 and 64% identical to human 
EC&l. The predicted tr anftmcmb rane domain is highly oons^ed between the human and bovine ECE-2 
proteiiB and betwcoi human ECE-1 and human ECE-2, as are tbe putative N-linked glycosylation sites, Cys 
residues conserved m the neutral eaIopeptidase24.11 and the Kefl blood gtoiq) protem family and flie putative 
zincbindingmotif. The sequence suggests, that like otto members of flie NEP-ECE^Krfl femly, frmrMp F/T*? 
eiffiodes a lype U tr ansmemb rane zinc-binding m^aHqproteinase, ^ch, by extr^latxon from what is known 
about bovine ECE-2, is an intntceBular enzyme located wilhm the secretory pathway which processes 
eatogenouslypn)duced big ET-lTsMe it is stiU in the secretory v^ Emoto and Yanangisawa. siq>ra. 

The egression pattern of ECE-2 differs &Qm tiiat observed for ECE-1. Northern blot analysis of 
inRNA levels njdicated low levels of expression of a 3,3 Mj transcrqrt in addt 

putamen. medulla and temporal lobe, and lower m to cerebral cortex, occq>ital tobe and ftratal lobe), spinal 
cord, hmg and pancreas and higher levels of a 4.5 kbtranscrq^ in ftta^ The two transcrqrt 

sy 15 sizes probably represoit tl» use of altmative pofyadenylation sites as has been observed for bovhae ECE-2 
p ffmoto and Yanaiigisawa.si?>ra) and ECE-1 (Xnetal., Cell 78: 473-485 (19^^ PGR on cDNA lihrarfes 
indicated low kvds of es^fression in fetal brain, fetal kidney, &^ F^liver, 
U fetal hmg and adult paiu^reas were an negative. 

^ The endothdin (EI) £mily of peptides have p<Memvasci^ catdiac and renal acdoi^ ^diich may be 

i||20 of palhoi^iysioiogi?al inqvortance hi many human disease states. ET-1 is expressed as an inactive 212 imim 
P acidpr^prppeptide. The prepropepiide is first cleaved at Arg52-Cy&53 and Arg92.Ala9^ anH t^pn the <^rboxy 
tennmalLys91 and Arg92 arc trinimedfix)m&e protein to gcn«:ate to ECEsthendeave 
djeprqpqrtidebttweenTrp73andVar74, producii^ to active pqilide,ET,¥*ichq]peai3 to fiinctto 
rator ton a circulating hormone Ofcibanyi aiKi Boloikofif, Pharma. R. 46: 32S415 (1994). 
25 Endotolms may play roles m to pathophysiology of a number of disease states mcludmg: I) 

cardiovascular diseases (vasospasm, hypertension, myocardial ischemia; leperfiision mjury and acute 
nzyodiaixlial infarction, stroke (cerebral ischemia), congestive heart Mure, shock, athetoscletDsis, vascular 
thiAemng); 2) Mdney disease (acute and chronic renal Mure, gJomerukMieiihritis, dnhtwis): 3) hmg disease 
(bronciiial asdmia, puhtKmary lOTcrtensicMi); *4) gastromtesdnal disorders (gastric ulcer, inflammatory bowel 
30 diseases); 5) reprodiartive disorders ftttemamre labor^ (fysmenorhea, preeclampsia) and 6) carcmogenesis. 
Rubanyi & Polokofif, supra. 

Diseases can be evahmted for to m^)aa of ET upon them by examfa^ I) increased production of 
ETs; 2) faicreased reactivity to ETs; and/or 3) efiBcaqr of an ET recqytor antagonist, antibody or EOB inhibitor. 
Response to toprevious criteria suggest fliat ETs likely ph^r roles in cerelKal vasospasm Mowmg subarachnoid 
35 hemorrhage, Iwertensioai (fahninant/con^l^^ 

inhibitors of ET producdon or activi^ have iK>t been used in models of corona^ 

infarction, and athm)scIerosis, toy do have devated ET levds and hicrease reactiviQr to ETs, Shock aiKi 
iwhnonary hypertension also exhibit elevated ETlevd8(Ruba^ hihibitionof ECEs in 
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these conditrons may be of therapeu^ 

The expiession pattern of ECE-2di£reisfitm^ ECE-2 was oteerved at low 

levels in die aduk brain Juqg ami pancreas aiui 

PCRieveakd low levels ofe3q>iesston in additional tissues 
testis. Ixvo: was negative. A similar pattern was reported for bofvme ECB-2 (Emotn and Yflnangigaw a, 
5 supT^). It is cTcpressed in brain tissues (cerebral cortex, cerebellum and adrenal n^duUa), myometiium and 
testis, and in low levels in ovary and very tow levels in many ototiss^ Bovine ECB-1 (Xuetal,sq;ira)is 
more widely and inore abundantly expressed. It is obs^ed in vascular endo&elial cells of most organs and in 
some paiencfaymal cells. Widi die exc^tton for brain, bo^ne£CE-2mRKA was present at lower levels than 
ECE-1. Af^Hcants believe ECB-2 to be a particularty good targ^ for ^tlienq;^^ 
10 sncfa as cerrfwal vaaQspa5im fnllnwing jm^arpcliinAid hfrnonhage and strolce. 
^ Uses of the herein disclosed molecades may also be based vnpon die positive functicnal assay hits 

V disclosed aiKl described betow. 

F. And-PRO Antibodies 
fiJlD IIiepresenthiventionfurdierprovidesand-PRO antibodies. Exen^^aiy antibodies iiu^ude polyclonal, 

^ monoclonal, humanized, bispecific, and heCerocoxi|ugate andbodies. 

M 1. Polyclonal Antibodies 

Q 

^ Ibe and-FRO antibodies may conqnise polyclonal ant3)odies. Mediods of preparing polyckmal 

m20 antibodies are known to die skQled artisan. Folyclcml antibodies can be raised in a mammal, for example, by 
^ one or xnoreii\}ecdons of an innnunizing agent and, if desired, an adjuy Typically, die inmmnizing ageot 
and/or a{§uvant will be iigecfced in flje mammal by multiple subcmaneous or imraperitoneal iigections. Tlie 
immuniying agent may include the PRO polypqytide or a fusion protein diereof. Itmay beuseiultocoiyagate 
the imnnmirfng agent to a protein known to be immunogenic in tize ™mmflt being immunized. Bxan^les of 
25 such immunogenic prctdns hidude but are not limited to ke:^Ie linnet hemocyanin, serum albumin, bovine 
d^g}obulin, and soybean trypsin ihhilMtor. £xan^ks of adjuvants whklinaay be Kiq}Ioyedinch2deFr6und*s 
comply adjuvant and MPI^TDM adjuvant (monpphos{toiy^ 

The immunization protocol may be selected by one skilled in ds art without undue e)q)eriinentation. 



30 2. Monoclonal Antibodies 

The anti-PRO antibodies may, alternativdy, be inoiK)dbnal antibodies. Monoclonal antibodies may be 
prq>aredush3ghyfaridomam^iiods, siKii as tfiose described by 

bi a hybridoma method, a mouse, hamster, or other ^ropriate host animal, is ^ically tmmimiT^ wifli an 
immunizing agent to elicit lya^)hocytes diat |»oduce m are c^ 
35 bind to die inrnniniTing atfflait. Alternativeiyrthelyiicq:liocytesmaybeimni^^ 

The imnnmfzing agicnt will typically include the PRO polypepticfe or a fusion protein thereoL 
Geiffirally , eidier peripheral blood lynophoc^ (TBLs *) are used if cells of human origin are desired , or splc^ 
cells or lynq^h node cells are used if non-hmrm mammalian sources are desired. Ibe lynqduxrytes are dien 
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fused with an immortalized cdl line using a suitable fusing agent, sudi as poIyeSiylene glycol, to fonn a 
hybridomacefl [Goding, A^Tw^^s; IftTOlles fflitffip^ffg, Acadonic Press, (1986) pp. 59-103]. 

Immortalized cd) lines are nstially transfonned niammalian ceOs, partkailarty niyelonia cells of ro<fent, bovine 
and human or^. Usually, lat or mouse myeloma cell lines are employed. The faybridoma cells may be 
cultured in a suitable culture medium diat preferably contate 
5 survival of die unfused, immortalized cells. For exan^le, if the parental eelis lack the enzyme hypoxanthine 
guanme phosphoribosyl transferase (HGFRT or HFRT), the culture medium for the hybridomas typically will 
inchide hypoxanthine, aminopteiin, and tl^midine (*'HAT medium"), \i&Mch substances pi^ 
HGFRT-deficient cdls. 

Preferred immortalized oeU lines are those that fiiseefGdently, support stable high level e^qsression of 
10 antibody by die selected antibody^iroducingcdls, and are sensit^ More 
preferred immortalized cell lines are murine mydoma lines, ^rhich can be oUained , for instance, from die SaDc 
% Listitute Cell Distributicm Center, SaaDiego, CaUfomia and the American Type Culture Collection. Manassas, 
^ Vhrginia. Human nq^oma and mouse-human hetenHiiyeloma cell lines also have been described for die 
^ pioducdonofhumanmonoclonal antibodies [Kozbor, J.famunol. 133:3001 (1984); Brodeur ecaL, Monoclonal 
fil 15 Antibody Production Tc fiiipin»fts flnrt Applications. Marcd Dekki^, Inc., New York, (1987) pp, 51-63], 

The culture medium in ^^iiich the faybridoma cells are culn^ 
s SKHiodonal antibodies directed agamst FRO. Preferably, the biisding spedficiSy of manodonal aittibodies 
g l«odu«rfbyd«h^mceIIsisdetern.iaed^ 

radioimnmnoassay (RIA) or enzyme-lihked famnunoabsorbcnt assay (ELISA)> Sudi techniques and assays are 
111 20 known hiihe art The bhuling afSnity of die monoclonal antibody can, for exanqile, be detennmed by the 
Scatchard analysis of Munson and PoBaid, Anal. Biodiem.. 107:220 (1980). 

Afier the desired hybridoma cells are identified, die clones may be sobcloned by limitins dihituui 
procedures aid grown bv standard methods FGoding, supral . Suitable culture media for this purpose ii^iule, 
forexazi^le.DuIbecco's Modified Eagle's Mediums^ Alternatively, the hybddomacdis 

25 may be grown in vfva as ascites hi a mammal. 

The monoclonal antibodies secr^ by die subcloi^ may be bolated or purified from the culture 
medium or ascites fluid by conventional imnxu!K>^obuIin pirification procedures such as, for example, protein 
A-Sq)harose, hydroj^hgpatite chromatogr^y, gel electro|^resis, dialysis, or afOnity chromatogra()hy. 
The monoclonal amibodiea may also be made by reconibinant DNA mediods, su^ 
30 hiU.S.PateniNo. 4,816,567* DNA«3codmg die nu>noclonal antibodies ofthe invention can ^ 

and sequenced usipg conventional prooeAires (e.g., by using oligonucleotide probes drnt are cqmble of binding 
specificallsr to genes encodmg the heavy and light chams of murine antibodies). The hybridoma cells of the 
invention serve as a prefened source of sudi DNA. Once isolated, die DNA may be placed into expression 
vectors, which are dien transfected into host cells such as simian COS cells, Chinese hamster ovaiy (CHO) cells. 
35 or myeloma cells that do notodiOTrise produce immunoglobulin protein, to obtahidie syndiesis of monoclonal 
amibodies \a die recombinam host cells. The DNA also may be modified, for example, by substituting die 
coding sequeiicefor human heavy and li^ chain constant domains in place of the homologous murine sequences 
[U.S. Patent No, 4,816,567; Morris<m et al., supral or by oovaleziidy joining to die umnunogjobulin coding 
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sequence aU or paxt of ttecodSisgse([uem)e for a fioi^ SudiaiionrmunuooglobQlia 
polype{»tide caa be substituted for the coDst^ 

the variable doxnaiiis of one axitigeiHXunbiiung site of an aztfibody of Hie inventioa to create a chimeric Mvaknt 
antibody. 

The antibo^zn^ be monovalent antibodies. Methods for preparing monovalent antibodies aze well 
5 known in the art. For exssnph^ qbc method iavotves rec ombftwnt expression of linmwno gl<A?n1 m li^t dia i n and 
modified heavy chafai. The heavy cbain is trum:aled generally at msy point in die Fc region so as to prevent 
l^avyciiaincrossliDkiqg. Alteniativdy, the lelevam cysteine residues are 
residue or are deleted so as to prevent crossiinkzng. 

In ^tro methods are also suitable for preparipg monovalent antibodies. Digestion of antibodies to 
10 produce fragments diereof, particularly. Fab fragments, can be acconqiltshedudngnjut^ known 
in^art. 



3. Human and Humanized Antibodies 
Tbs anti-PRO antibodies of die inventicm may furtiier comprise hnmatrized antibodies or human 



fij 15 antibodies. Humanized forms of non-human (e.g., murios) antibodies .are dmneric immunoglobulins, 
^ hnmunoglobulin chains or fragments 'diereof (sudi as Pv, Fab» Fab*, V(jb\ or otixer antigen-binding 
^ stibsequetK^es of antibodies) vMSti contain mitdmal sequence derived frcm non-human imrnunaglobuiln. 
^ Humanized antibodies include immunoglobuiins (recipient antibodN|r) in vdiich residues £rom a 

cozz]plementarydeterminiqgregion(CDR}oftlxerec^l^arer^^aoedb^ 
Wi 20 species (dozsor antibody) such as mouse, rat or rabbit haviz^ the desired spedficiQr, afGni^ and c^»aci^« In 
; sozzie instaoceSt Fv framework residue of the hutzian imnzunodobuUn are replaced by ooirespondijig nozi-human 

residues. Humaziized azitibodies may also oonqirise residues ^(liich are fo^^ 

nor in die hrported CDR or frameworic sequences. In general, the humanized antibo(!ty wiO oonoprise 
substantially all of at least one, and Qrpically two, variable domains, in ^^lich all or substantially all of the CDR 

25 regions correspond to diose of a non-human immunoglobulin azid all or substazitially all of tl^ FR regions are 
those of a huznanimmuzioglolKiIinconseiisus sequence. Tbehumanizedazitibody optizzxally also will coiiqnise 
at least a portion of an immunoglobulin constant region (PC) , typically that of a hmnan immunoglobulin Pones 
et aL, Nature. 321:522-525 (1986); Riechmann et al.. Nature, 2^:323-329 (1988); and Presta, Cart. Op. 
Struct. Biol.. 2:593-596 (1992)J. 

30 Mediods for humanizing noztliuman antibodies are well known in die art. Generally, a humanized 

azitibodyhasozffiorzixpieairunoaddr^iduesizitxoducedizitoitfrQmaso^ TbesenoUr 
human amino acid residues axe often referred to as "inq^ort* residues, which are Qi^cally taksen from an 
"import" variable domain. Hirnianiaation can be essentially performed foflowing fee method of Winter and oo- 
wddoers [Jones et al.. Nature, 321:522-525 (1986); Riechmann et aL, Nature. 322:323-327 (1988); Veriboeyen 

35 et al.. Science. 239:1534-1536 (1988)], by substituting rodent CDRs or CDR sequences for die correspozidii^ 
sequences of a faunm azitibody. Aocordii^g^, sudi 'Innnaziized* aiitil^ 

No. 4,816,567), wherein substantially less dian an izxtact homan variable domain has been substituted by the 
corresponding sequence from a non4mman spedes. In practice, tamianiTaed antibodies are typically human 
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antibodies in which some CDR residues and possibly some FR residues are substituted by residues hosa 
analogous sites in rodent antibodies. 

Hiiman antibodies can also be produced using various techniques ksom in the art» mrhirfing phay 
dfeplay libraries {Hoogenboomaial Wimer, J.Mol.BioL , 227:381 (1991); Marks et al., J.MoL Bid.. ^:581 
(1991)]. The techniques of Cole et al. and Boemer et al. are also available for the pr^aration of htnwm 
nKjnodonal antibodies (Coleetal,. Mom>cl<Hial Antibodies and Cancer Theranv. AlanIL Uss, p. 77 (1985) and 
Bocmcr et al,. J. Immunol.^ 147a): 86-9S ^199ni. Similarly, bmnan axttibodies can be inade by isttrodudiig 
of human imnnmo^obulin lod into transgenic animals, e.g.f mice in whidi the eodogeoous immunoglobulin 
geoes have been partially or comj^etelyinactrvated. T^pon challenge, human antibody production is observed, 
which closely resemildes tttst seen in humans in aH respects, inrJuHmg geoe rearrax^gement, assembfy, and 
antibody repertoire, Tliis q^itroadi is described, for e3wn5)le, in U.S. l^tait Nos. 5,545,807; 5,545,806; 
5,569,825; 5,625,126; 5,633.425; 5,661,016, and in the followiqg scientific publications: Marks et oL, 
PipyTedpwjffRYlO. 779-783 (1992); Loiiberg€f al,, N^2ia85fr8S9(1994); Morrison. Itogsm 812-13 
(1994); Fishwild et aL, Nature Biotechoologv 14, 845-51 (1996); Neuberger, Nature Biotechnology 14. 826 
(1996); LQid>erg and Huszar, toem. Rev. Tmmnnni, 13 65-93 (1995). 

4. BispedficAndbodiea 
Bispecific antibodies are moix>donal, preferably human or humanized, antibodies djat have binding 
specificities for at least two diSerent antigens. Inthepresentcase, <Hie of the bindiiig specificities is for &e 
FRO, the other one is for any odher antigea, and preferably for a cell-6ur&ce protein or receptor or receptor 

^fethods for making bispecific antibodies are known in art I^adittonally, the recombmant 
production of bispecific antibodies is based on ihecO'eaqiressiQn of two immmmglobalin henvy- rhgin/light-nhflm 
pairs, where Ihe two heavy chains have diffeient specificities [Milstein andCueUo, Natore, 305:537-539 (1983)]. 
Becauseof the random assortinent of imnnifioglobulin heavy ami li^ch^^ (quadromas) 
produce a potential mixture of ten dififerent antibO(fy molecules, of \t1iich only one has fiie correct bispecific 
structure. The purification of the correct nmleoife ia ufliifllly nrimnipiifihwi hy yffhiity rhrmnatogrt^y stfps. 
Simiiar procedures are disclosed in WO 93/08829, published 13 May 1993. aDdinTraunecber^al,. BMBO 
L» 12:3655-3659 (1991). 

Antibody variable domains with the desired binding q[)ecificities (anfibocfy-antigai rrwiitTntn^ sites) can 
be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immunoglobulin 
heavy^jiain constant domaizi,oonq>ri5ii% at least part of the hii^ It Is preferred to 

have the first heavy-<:hain constant region (CHI) containing the site necessary for light-chain binding present 
in at least one of the fosions. DNAs encoding die immunoglobulin heavy-chain fosions and, if desired, the 
lnuuunpgik)bulin light chain, are inserted into 

host organism* For fartter details of goaerating bispecific antibodies sec, for example, Suresh et al . . Methods 

mT7nTYfnnl^PYi 121:210 (1986). 

Accoidii^ to anotoer approach described in wo 96/2TO1 1, the interface between a p^ 
molecules can be en^ncercd to maximi/^ the percentage of heterodhners which are recovered fsom recombinant 
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odlcidtoie. TheprefisrredinterfK^con^tti^ 
In liiis nwthod, <me or niore smaU amino a^^ 

rqjlaced with larger side cliains(^^^^ Con^wnsatory "cavities' of ideaticd 

size to the large side (*ain(s) are created on the interface of the second antibodty moleaile by rqrfadqg large 
amino add side chains with smalto ones (e.g. alai^ This irovides a nwdtonism to increasing 

5 the yield of die h^erodnner over other unwanted end-products such as homodinttrs. 

Bispedfic antibodies can be prq)ared as fuU laigth antibodies or antibody ftagnrats (e.g. 
bispecific antibodies). Techniques for generatipg bispedfic antibodies ftom antibody ftagments have been 
described in die literature. For exanqrfe, bispedfic antibodies can be prqmred can be prepared usa^gc^ 
linka^. Brcnnan€fa/.,§c^M^229:81(1985)describeaprocedm«wheiOT 
10 cleaved to geiMateF(ab')2 fragments. These firagmoits are reduced in tfie presence of Oiedithiolcon^texu?^ 
p agent sodium arsenite to stabilize vichal dittiiols and prevait intermolecular disulfide formation. The Fab* 
€1 flagmenls generated are flien converted to fliionitrobenzoate (TNB) derivatives. One of die Fab*-TNB 
^ J derivatives is ihen reconverted to the Fab'-diiol by reduction wifli merc^toedxylamine and is mixed widi an 
equimolaraniount of the o&erFab*-TNB derivative to fom Tlie bispecific antibodies 

^ 15 produced can be used as agents for die selective famnobilization of cnzynws^ 

Fab' ftagments may be directly recovered ftom E. coU and chemically coupled to form bispecific 
antibodies, aalaby a ai., J, 175:217-225 (1992) describe die productjon of a fuHy hmnanized 

p bispecific andbodyF(ab*Xt molecule. Each Fd>' fragmait was scparatdy secreted ftom oji/ and sobje^ 
M todhectedchemkalcoi^lmgwwirotofonnfliebisptt The bispedfic antibody flais formed was 

%'20 aMe to bnul to cells overei^^ressing die ErbB2 receptor and nonnalhu^ 
i^. actnriQr of human cytotoxic lymphocytes agaiist human breast tumor tatgets. 

Various technique for making a nd isolating bispecific antfl)ody fl:agment5 direcfly ftomrecombhiant cell 
culture have also been described. F6rexanq)Ie, bispecific antibodfes have been jwoduced using toicinezq^^ 
Kostdny et aL, Jmmm]r 148(5): 1547-1553 (1992). The leudne zipper peiHides ftom die Fbs and Jun 
25 protems were Imtod to the Fab' portions of two differs Ttie antibody homodnnets 

were reduced at die hinge rpgion to fonn mcmomere and flien 

This mediod can also be utilized for the production of antibody homodimers. The "diabody" technology 
described by Hbllmger et oL. Proc, Natl. Acad. ScL USA gorfidid^fidiR ntm\ h.. j^^aa^ ^ .u — 
mechanism for makmg bispecific antiboctyfiragmaits. The fragments con^irise a heevyK±ain variable domam 

3Q (VH)oonnectedtoalightHchainvariabledoniain(VJbyalh3te 

two domains on die same diain. Accordingly, die Vh and V,^domams of one fragment are forced to pah: widi 
dieconq)lenientaryVLandVHdQmanisofanodierfi:agmem,dte^ Anodier 
strategy for making bispecific antibody fragments by die use of sir^gle-diain Fv (sFv) dmiers has also been 
reported, SecGmberefg/.. J. InummoL 152:53ffln9QdV 

35 Antibodies widi more dian two valencies are contenq)I^ed. Fto: example, trispedfic antibodies can be prepared. 

Tutt ef I Ttntminnl 147:60 (1991). 



m 



Altemativdy, an anti-PRO polypqaide ana may be combined wifli an arm vtacb. Knds to a triggering molecule 
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on a leutocytB suchas aX-cefl leceptOT nwlecole (e,g. CD2, CD3, 0)28, or B7), or R: recq^ for ?gG 
(FcyR). such as FcyRI (CD64). RyRE (CD32) ai^ 

to to cell e^ressipg the partfcular PRO polypqrtide. Biqjecific antibodies may also be used to localize 
cytotoxic agents to cdls^rfm^ejqoess a part^^ These antibodies possess a mO-bii^ing 

arm and an ann ^niiich binds a cytotoxic agent, or a radionuclide dietoor, sudi as EOTUBE, DPTA» DOTA, 
5 ortETA. Another bispedfic antibody of interest binds the PRO polypqrtkle and fii^^ 
<TF). 

5. H^erocomugate Antibodies 
Hetmxxnpigate antibodies are also within the scope of Ac present mveotion. Heteioconjugate 
10 antibodies are conqxjsed of two covalentlyjohied antibodies. Such antibodies have, forexanqde, beaiproposed 
to target hnmune system cdls to unwanted cells IU.S. Patent No. 4.^6,980], and for treatment of mv infection 
^ [WO 91/00360; wo 92/200373; EP 030^]. It is conten?)lated that the antibodfcs m^ be prepared « 

^! using known mefliods m synthetic protein diemistry, mdoding fliose mvolving crosslinking agents. For 



^ exanq)Ie,immuitotoxinsrnay be constructed using a disulfk^ 

^ 15 Exffli5)les of suitable reagents for this purpose include nnmothiolate and mediyl-4-mercq«ofau^rimidate and 
^ those disclosed, for exanqrie, in U.S. Patent No, 4,676,980. 

*p 6. Effector PmK^riftn Vixpir^nf, 

^ 3iiJ^y be (ksirable to n»difyd» antibody of tfieinv«ition wi& 

ys20 enhance, e.^., the efifectrvenesscf^antibocfy hi treating cancer. For exan^, cystdne residue(8) may be 
^ mtroduced into the Fc region, fliereby afiowing interchain disulfide bond fonnatwo in this region. The 
homoduncric antibody thus generated may have mppoved intemalizatiott cqwbility and/or increased 
oon^>lemem^nediatedcdl lolling and antibo<fy^ SeeCaron^o^., L. 

ExpM^ .>iZfi: 1191-1195 (1992) and Shc^,L^li^. 142: 2918-2922(199^, Homodimeric antibodies 
25 with enhanced antttonor activiQr may also be prepared usmg heterobifancticmal cross-lmkers as described in 
Wolff era/. Cancer Research. 53: 2S60-2SfiS (I w> Altemativdy, an antibody can be engineered &at has dual 
Fcr^ns and m^ thereby have enhanced oon^lemaittysis and ADTC See Stevenson €r a/„ 

Antt-Canc^ Drug Design. 3: 219-230 (1989). 



7. ImmunoconhigateR 

The mvention also pmaiiis to hmnmocotilugates con^n^^ 
siKh as a chemoteapcwtic agent, toxin (e.g, , an enzymatically active toxm of bacterial, fungal, plaitt, or animal 
origin, or fragments diereof)» or a radioactive isott^ (f.e., a radioconjugate). 

C32enu)therq)eutic agents useful in the generation of such hzununo^ 
Enzymatically active toxins ai^ fragmaits thereof that can be used i^ 

fragmients of d^htheria toxm, exotoxin A chahi (from Psmdomoms aemginosa) , ridn A chain, abrin A dhain, 
modeccm A chain, a^-sardn, Al&aites fordii proteins, dianthin proldns, Phytolaca ameriama proteins 
(PAPI, PAPE, and PAP-S), momordica dxarantia inhibitor, curdn, crotm, sqjaonaria officmalis inhibitor. 
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gelonin, mitogellin, restrictocin, pbe^^ A variety of radioniK^lides are 

available for &e production of radioconjugated antibodies. Examples indude *"Bi, ^% ^Jn, and ^Ee, 

Qmji^ates of tlie antibody and cytotoxic agent are made nsing a variety of bifimcticHial proteinHxnq>Uuaig 
agents sudi as N-suociniQiidyl-3-(2-pyridyIditbioI) propionate (SPDF)r iTninnthinlanft (IT), faifimctional 
derivatives of inndc^ters (sudi as din^yl adipimidate HQ.), active esters (such as disuodnimidyl suberate), 
S aldehydes (such as glutareldehyde), bis-azido conqxnmds (such as bis ^azidobenzoyl) hexanediamine), bis* 
diazoniom derivatives (such as bis-(p^iiazDniumben7oyl)-etbylftne(1iatntTie)» diisocyanales (such as tofyene 2,6- 
diisocyanate), and bis-active fluorine confounds (such as i,5-difluoro-2,4-dinitn)benz^). ForexaD:;)le,arkin 
jrmnimn tQxm cffli he prepaid as described in Vitettag^ Science. 238: 1098 0987). Caittonrl4-labeied 1- 
isotliiocyanatobeniyl-S^n^yldieflKyleae triamfnqyntaacetic add (MX-DTPA) is an exenqjlaiy delating zgjesxt 
10 for conjugation of radionudeotide to Oeantibocfy. See W094/1IQ26, 

In azK^her embodiment* tte antibody may be CQtyugated to a "recqnor* (such strq^tavidm) for 

w 

^ utxlizationintunK)rpretargeting wherein d^antibody-iecqKorcox^^ administeiedtothepatient, followed 
by removal of tmbound coqngate from die circulation usix^ a clearing agent and tbsn administration of a 
m "ligand* {e,g., avidin) that is corrugated to a cytotoxic agent (e.g., a ladkmucleotide). 
S 15 

8, hnmunoHposomes 
Tl^ antibodies disclosed hereoiinay also be fonnulated as imo^^ l4)osomes containittg 

theantibody arepitparedbyxneifaodslaK>wnmtheart» suchasdescri Proc, Natl. Acad> 



P 

^ Sd. USA, 82: 3688 (1985); Hwang a aL, Proc, Natl Acad. Sd> USA. TJ: 4030 (1980); and U.S. Pat. Nos. 
-#120 4,485,045 and 4,544,545. Liposon^ with edianced drcdatKm trnxe are disclosed in U.S* Patent No. 
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5,013,556. 

Particularly useful lq)o5omes can be generated by (he reverse-jdiase evi^)orationm^hod with a Iqud 
con^ositionconq^risingpthosphatid^choline, chdesterol, andPEG-^rivatizedi&osphati^ethannlaTnfne (PE& 
FE). I4)osomes are extnKledthrou^ filters of defmedpoie size to yiddl^ 
25 Fab ' fragments of the antibody of die present invention can be coiy ugated to the lq)osome8 as described in Martin 
^ J. Bk>L ChenL, 257 : 286-288 (1982) via a disulfide-interchange reaction. A chemotherapeutic agent 
(such as Doxorubidn) is optionally contained within die lipo^^ SeeGabizongra^. J. National Cancer lost.. 
8109): 1484(1989). 

30 9. Pharmaceutical Compositions of Antibodies 

Antibodies specifically binding a FRO polypeptide identified herein, as well as other caolecules 
identified by die screening assays disclosed hereinbefbiei can be admintstered for the treatment of various 
disorders in die form of pharmac^itical OQnq)ositions. 

If die PRO polypeptide is IntraoeDular and whole antibodies are used as inhibitors, inteniaiizing 
35 antibodies are preferred. However, Infections or liposomes can also be used to deUv^ die anti^ 

antibodly firagment, into cells. Where antibody fi:agnient$ are used, die smallest ihlubitory fragment that 
specificaUy binds to the binding domain ofdffitarg^ protein is prefeired. For »can;>le, based upon the variable- 
region sequm^es of an antibody, p^de molecules can be designed ftat retain die ability to bind die target 
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protein sequence. Siaai peptides can be synthesized chemically and/or produced by recombinant DNA 
tedmdogy. See, Marasco cfoL, Proc, Naa, Acad, ScLUSA. 90: 7889-7893 (1993). IhefimnMn 
herein may also contain more than one acdve conq)ouiKl as n^ 

preferably those with conqjlementaiy activities fliat do not adveisdy affect each otfier. Atomatively, or in 
ad(fit2on,thecon?)ositionnMyconq)riscanagcaitdiateoha for example, a cytotoxic 

5 agent, (grtokine, dienwtherapeutfc Such nwlecules are suitably present in 

combination in amounts that are effective for the purpose intended. 

TTie active ingredients also be encrapped in microcapsules prepared, for example, by coacervation 
techniques or by interfacial polymerization, for exanQ>le, bydraxymi^ylcellulose or gelatin-microcapsules and 
polyKmetfqrliMthaqrlate) microc^sules, respective^, in coUoidal drug delivery systms (for exan^ile. 
10 l^)osonies, albumin micro^beres. micrcemulaions, nano-particles, and nanoc^ules) or in macroemulaicms. 
Sucfa techniques are disclosed in Remmgton's Phaimacentical Sciences, supm. 

The fonnulations to be used for &riw administration m^ Tjjis Is readily axxjnq)lished by 

filtration through sterile filtration menihranes. 

Sustained-release preparations n^y be prepared. Suitable exanqiles of sustained-release preparations 

15 iiK*Mksem5)ermeable matrices of soM 

tlK form of shaped articles, e.g., fflms, or microcapsules. Examples of sustained-release matrices indude 
posters, hydiogels (for exan^jle, polyCZ-hydrojQFcflrylHnediacrylate), or polyCviiijdalcoho^), polylacddes 
(U.S. Pat No. 3,773,919), cc^lymers of L-glutannc add and y «fayl-L-gfatamate, non-degradable eti^rlene- 
vinyl acetate, d^gradablc lactic add-gjycolic acid copolymers sucii as the LUPRON DEPOT ™ (xigectable 

20 miciospiit^ conqiosed of lactic acidrgtycolic acid copolymer and Icupiolidc acetate}, and poly-D-(-)-3- 
hydroxybutyricacid. While polymers sudi as ethylene-viiqrl acetate and lactic acid-g^^ 
ofmofecalesfoToverl()Odays,certahihydrogelsreleaseprotdnsforshorte^ Whenenc^sulated 
antibodies remain in the body for a long time, tiiey may denature or ^ggr^^ 

at 37**C, resulting ina loss ofbiologicalactivi^ and possible changes in im Rational strate^ 

25 can be devised for stabiliration depending on die nttdianism involved. F6r exan5)le, if the aggregation 
medamsm is discovered to be intennolecular S-S bond formation tfarongfa thio-disulfidft mt m^inigp^ stuhniTsdjmy 
may be adiieved by modifying sul&ydryl residues, lyophilizing from acidic sohitions, controlling moisture 
contoit, using ^^aopriate additives, and ifcveloping specific jwlymer matrix conqwsitions. 

30 G. Uses for anti^PRQ Antibodies 

Theanti-PROantibodiesofliieinventionhavevariousutilitto RMrexan5>Ie,ami-PR0 antibodies may 
be used in diagnostic assays for PRO, e.g. , detecting its expression in specific cells, tissues, or serum. Various 
di^nostic assay techniques known in the art may be used, sudi as conqj^^ 

sandwich assays and inammoprecifritation assays conducted in ei&er heterogeneous or homogeneous pihases 
tZola>Monodonal Antibodies: A Manual fffyA^i>t|i'^T^, rpnProcc^ (1987)pp. 147-1581. Theantibodies 
used in the diagnostic assays can be labeled widi a detectabknwi^^ Hie detectable mol^ should be c^aWe 
ofproducing^dtherdffectly or indirectly, a detectable signal. F6r exanq?le, the detectable moie^ pwy be a 
radioisotope, such as ^, ^C, »S, or ^I, a fluorescent or dicmfluminescent confound, such as fluorescein 
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isothiocyanate, rhodamtoe, or laciferin, or aa enzyme, sudx as aDcaUne phosphatase, beta^galactosidase or 
borseradish peroxidase. Any method known in the art for conjugating 

be employed, inchiding those methods described by Bmm ec al., Natnre. 144:945 (1962); David et al., 
Biocfaemistry, l^: 1014 (1974); Pfiin €t al., J. ImmunoL Mcth,. 4^:219 (1981); and Nygrai, If- Hisfochem. and 
Cvtochcm.. 30:407 (1982). 

Anti-PRO antibodies also are useful fox the affinity purijQcation of PRO fiom recombinant ceQ culture 
or natural sources. In diis process, the antibodies against PRO are hmxiobilized on a su^^ 
SejshadexTesinorfUterpaper.usingmediodsweUknowniatfaeaxt Theimmobiliziedanlibod^thenisamtacted 
with a sample containing the PRO to be purified, aikl thereafter the siq^rt is washed with a suitable solvent that 
will remove substantially all die material in (be sample esio&gt ^ PRO» is bound to the immobilized 
antibody. Fmally, die si^fport is washed widi anod^ suitable sotvent that will release tb& FRO from the 
antibody. 

The following examples are offered for iUustrative purposes only, and arenotmtendedto limit the scope 
of the presmt invention in any way. 

AU patent and Uterature references cited in the presait q>ecxfication are hercl^ 
in their entire^. 

E?CAMPLES 

Commercially available reagaits referred to in die exan:^)]es were used accordipg to manufacturer's 
instructians udess odierwise indicated. The source of diose cells identified in die following exan^l3es, and 
duoughout die specification* by ATCC accession numbers is the American Type Culmre CoQ^on , Rodcville, 
Maryland. 

EXAMPLE 1 : Extracellular Domain Homology Screening to Identifv Novel Polypeptides and cPNA Encoding 

The extracellular domain (ECD) sequences (includmg the secretion signal sequraioe, if any) from about 
950 lawwn secreted proteim from the Swiss-Prot public database w The EST 

databases included public databases (e.g., DayhofP, G^iBank), and proprietary databases (e.g. UFESEQ''^, 
iDcyte Pharmaceuticals* Palo Alto, CA). The search was performed using the computer program BLAST or 
BLAST2 (Altschul and Cish, M^hodsinEnzvnwlogy 266: 4ftM80 (1996)) as a con^arison of die ECD protdn 
sequences to a 6 &ame translation of the EST sequences* Those coaQ}ar]Sons widi a Blast score of 70 (or in 
some cases 90) or greater diat did not encode kiuTwn proteins were clustered and assembled hito consensus DMA 
sequences with d^ program ^phr^" (Phil Green, University of Washington, Seattle, WA). 

Using tills extracellular domain homology screen, consensus DNA seqpienoes were assembled relative 
to die other identified EST sequences using phn^. Id addition, (he consensus DNA sequences obtained were 
often (but not always) extended using repeated cydes of BLAST and pfarap to extoid die consensus sequence 
as fiar as possible using die sources of EST sequences discussed above. 

Based upon the consensus sequences obtained as described above, oligonucleotides were then 
synthesized and used to identify by PCR a cDNA library that contained the sequence o^ 
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probes to isolate a d<me of the fun^engtfacodiqgsequai^ Fbrward (.f) and reverse 

(.r) PCRpnmers generally range from 20 to 30 nucleotides and are often <tes;^2cd to give a PGR product of 
about 100-1000 bp in lengtL The probe Op) sequences are ^ically 40-55 bp in length. In some cases, 
additional oligomideotidesaresynfliesizedwhenteconseomseqaenw Liorder 
to screen several libraries for a fidl-lengdi done,' DNA ftom the libraries was screened by PGR an5>Iiecation, 
5 as per Ausubd et al. . Conent Protocota in M olecnlar Biology, with fee PCR nrimer pair A positive library was 
then tised to isolate clones encoding the jzene of interest using ifae probe oligDmidgftfidft anrf ^f^t^ prtrnff 
pairs. 

The cDNA litraies used to isolate the cDNA dones were constructed by stantorf methods 
ooinnjerdaltyavailaHe reagents such as those fironilnvitrc^^ The cDNA was primed with 

10 oligo containing a NotI site, linked wMi Want to SaH hemikinased ad^tois, deaved wifli NotI, sized 
ap{»^riately by gel electropiioresis » and dor^ m a defined orientation into a suitable donh^ vector (sudi as 
pRKB or pRKD; pRK5B is aprecuTsor of pRKSD ftat does not containihe Sffl 
251:1278-1280 (1991)} in il^ nmque Xhol and Noff sites. 

15 EXAMPLE 2: IsoMon of cDNA clones bv Amy ^nit^ fitr^mi, 

1. Paceparation of oligo dT t>rimed cDNA librarv 

mRNA was isolated &(nn a human tissue of interest usiz}g reagents an^ 
Dfego. CA (Fast Track 2). This RNA was used to generate an oUgo dT prjmed cDNA Khrary in to 
pRK5D using reagents andprotocols ftamLifcTedmologies, Gaithersburg, MD (Super ScrqjtPlasmid SystenO. 
20 In this procedure, the double stranded cDNA was sized to greater than 1000 Ip and t^ 

was cloned into XhoI/^k)tI cleaved vector. pRK5D is a doning vector that has an sp6 traiiSCTftrtion initiation 
site followed by an SfB restriction enzyme site precedii« flie XhoI/NotI cDNA cIoniEig sites. 

2. Preparation of random primed cDNA librarv 

25 AseoondarycDNAlibxaiywasgeneratedinordertoprefereniianyrqff^^ 
cDNAdocteS. Sp6 RNA was generated firom the primary library (described above), a^ 
generate a random primed cDNA library in the vector pSST-AMY.G using reagents and protocols from life 
Tedmologies (Siq)er Script PlasHMd System, refisren^ In this procedure the ctouWe stranded cDNA 

was sized to 500-1 000 bp, linkered with bhmt to NotI adaptors, deaved with Sffl, and doned into Sfil/Noa 

30 deaved vector. pSST-AMY.O is a clonmg vector diat has a yeast alcotol ddiydrpgeoase promoter preceding 
die cDNA donirtg sites and the mouse amylase sequence (die mahire sequence wifeout die secr^ioa signal) 
followed by the yeast dcohol dehydrogenase teniiinator, after die d^^ Thus, cDNAs doned into diis 
vector that are ftised in frame with angrlase sequence will lead to die secretion of amylase from a^ipropriatdy 
transfected yeast colonies. 

J5 

3. Transformati on and Detection 

DNA from the Ubrary desmbed tn paragr^^rfi 2 above was dulled on ice to which was added 
dectiDcon5)etent DHIOB bacteria (life Tectawtogira, 20 ml). The bacteria and vector mixtute was then 
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electcopoialcdasrecomraemtedl^ttei^ Suhsequaitiy, SCK: media (Life Tedinologies, 1 1^^ 

sdded and mixture was incubated at 37**C for 30 minutes. The transfiwmants were tfiea plated onto 20 
standard 150 mm LB plates containing an^idllin and incub^ Positive colonies were 

scraped ofif the plates and the DNA was isolated ftwu the bacterial pdlet using standard protocols. e.g. QQ- 
gradient. llie purified DNA was tiien earned on to the yeast protocols below. 
5 Tte yeast m^tods were divided into tece categories: (1) Transformation of yeast whii die 

plasmid/cDNA combined vecton (2) Detection and isolatkm of yeast clones secreting amylase; aiui (3) PCR 
an?)lification of the hisert directly from the yeast coloi^r and purification of die DNA for sequeodpg and further 
analysis. 

ITie yeast strain iBcd was HD56-5A(ATCX:-90785). This stram has the f(rftowing genotype: MAT 
10 alpha* ura3-52, Ieu2^3. Ieu2-112, his3-ll, his3-15, MAL*, SUC*. GAL*. Preferably, yeast mutants can be 
p employed &at have deficient post-translationalpaliiways. Such maaants may have translocation deficient alkies 
g in s&nu seen, sec62, with truncated ^1 beiog most preferred. Alternatively, anta^mists fmdudii^g 
antisense nucleotides and/or ligands) which interfere witti fte normal operation of these g«ies, odier proteins 
g in?)licated in diis post translation pathw^ (e,g., SEC61p, SBC72p, SEC62p. SEC63p, TDJIp or SSAlp^) 
£ 15 or fee con^>Iex formation of these proteins may also be preferably enqiloyed in combination with the amylase- 
yi e^Hessing yeast 

Transformation was performed based on die pnnocol outlined by Gietz et al.. NucL AcM. Res., 
p 2Q:1425 (1992). Transformed cells w«e then inoculated ftrai agar into YEPD cco^lex media brodi (100 ml) 
1^ and grown ovemi^ at 30X, The YEPD brodi was prepared as descried in Kaiser ttal..M^j^^ 
g20 i^egc§. Cold Spring Haibor Press. Cold Sfp^ The overnight culture was tfien 

dihited to about 2 x 10* cells/ml (^pcox. OD«o=0.1) into ftesh YEPD broth (500 mO andregrownto 1 x lO' 
cells/ml (^lox. ODao=0,4-0.5). 

The ceDs were then harvested and prepared for transformation by transfer imo GS3 rotor botdes in a 
SorvaiGS3 rotorat5,000rpmfor5ininutes, diesq^eniatantdiscai^ 
25 andcemrifugcd8g^in50mlfaloontubesat3,500ipminaBeck^ The si?)emaiant 

was discarded and die cells were subsequently washed widiLiAc/TE (10 1^ 10 mM Tris-HQ, 1 mM EDTA 
pH 7.5, 1 00 mM Li^OOCCHs), and resuspeoded mto LiAc/TB a 5 ml). 

Transformation took place by mixn^g die prepared cells (100 /d) widi freshly denatured sh^glc stranded 
sahnon testes DNA (Lofetrand Labs. Gai&ersburg. MD) and transforming DNA (1 fig. vol. < 10 fiQ in 
30 miCTofuge lubes. The nuxture was mixed briefly by vortexipg, dien 40% PEG/TB(^ 

glycol-4000. lOmMTris-HQ, lmMEDTA.100inMLi2p(X^ TOs mixture was 

gendy mixed and incubated at 30"C^^agitadAg for 30 minutes. Tliecdis were tiien heat shodced at 42"C 
for 15 mimites, and die reaction vessel centrifiiged in a niiaxrfuge at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 /d, lOmMTris-HQ, lmMEDTApH7.5)fonowedbyrecentrifugation. Tliecells 
35 werefliendihitedintoTE(Iml)airfahquots(200fd)werespreadont^ 
in 150 mm growtti plates (VWR). 

Alternatively, insteadof multiple small reactions, die trarBformation was performed ustojgashjgle, large 
scale reaction, ^iierem reagent aoKiunts w«e scaled up accordingly. 
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Ilie sdecdvc media used was a synlh^ 
described in Kaiser et al.. Methods in Yeast Genetics. Crfd Spnnp Hpiimr Pi^q rnM mv p 

208-210 (1994). Transfonnants were grown at 30*C for 2-3 days. 

The drtection of colonies secreting amylase was performed by fnrfiifiiy^ red starch in the selective 
growthmedia. S^aniiwascoiqaedtothereddyeOE(eacth^Red-120,Signu 

Biely et al.. Anal. BiocbmL, 122:176-179 (1988). The coupled stardi was incorporated into the SCD-Ura agar 
plates at a final comsaitration of 0.15% (w/v), and was bufBered widi p(rtassium phosphate to a pH of 7.0 (50- 
100 mM final concentration}. 

The posMve colonies were i«ktod and streaked across fi^ 150 mm plates) in 

order to obtain weH isolated and identifiable single cotooiM WcB isolated single colonies positive for amylase 
secretiDnwctedetfictedbydirectincorporationofredstarchintobuffe^ Ftositive colonies were 

determined by their abiliQr to break down starch resulting in a 
directly. 

4. Isolation of DNA bv PGR Arnnlift catirni 

When a positive colory was isolated, a portion of it was picked by a toothpk^ 
wat^ (30^) in a 96 well plate. At das time, the positive coliraies were either fiozen and aorcd 
analysis or hnmediaielyan^dified. An aHquot of cells (5 ^) was nsed as a tezrplate for the PC3t reaction in a 
25 pi Ydrnm containing: 0.5 fd Hemaq (Oontech, Palo Aho, CA); 4.0 ^ 10 mM dNIP's (Peridn Ekner- 
Cetus); 2.5 ;il KentaqtaifGer (Qantecii); 0.25 pi forward oligo 1; 0.25 reverseoUgo 2; 12.5 distiOIed water. 
The .sequence of tite forward oUgonudeotide 1 was: 

5^TGTAAAACX5ACGGCCAGTrAAATAGA<XrrGC AATTATTAATCT- 3' (SEQ ID NO:324) 
Tlie sequence of reverse oligonucleotide 2 was: 

5'-CAGGAAACAGCTATXiACX: ACCIXK:ACAC^^ (SEQ ID NO:325) 

PCR was then performed as follows: 

a* Denature 92*C, 5 minutes 

b. 3 cycles of: Denature 92**C, 30 seconds 

Anneal 59'*C, 30 second 

^Etend 72''C, 60secoi^ 

c. 3 cycles of. Denature 92*C, 30 seconds 

Anneal 57**C, 30 seconds 

Extend 72*C, 60 seconds 

d. 25 cycles of: Denature 92'C, 30 seconds 

Amwal 55*C, 30 seconds 

Extend 72*C, 60 seconds 

e. Hold 4*C 

The underlined regions of fee oligonucleotides annealed to d» ADH pn)^^ 
region, rrapectively, atKi anq>Iified a 307 1^ r^on from vector pSST-AMY.O when no insert was pres«tt. 
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Typically, (ba fim 18 nucleotides of the S* cod of tbese oUgonocIeotides contained annealing sites for flxe 
sequencing piimers. Tbnis, the total product of die PGR reaction fcom an enq;^ vectors However, 
signal sequence-fused cDNA resulted in consideraUy longer mideotiite seqaeoces . 

Fbllowing the PGR, an aliqiK^ of tiie reaction (5 fd) was exatnined by agarose gd electrophore^ in 
a 1% agarose gel nsmg a Tris-Borate-EDTA (TBE) buffering system as described by Samhrook et aL, supra^ 
S Cones lesultii^ in a six^stcong PGR Induct larg^ than 4W 

after purification wish a 96 Qiaquick PGR cleans cohmm (<^en Idc.^ Chatswordi^ CA). 

EXAMPLE 3 : Isolation of cP NA dnrv^ Rrv^nipr Hnmftn PRQ213 

A conseosus sequence was obtained relative to a variety of EST sequoices as described mExan^ifle 1 
10 above, wheieai the conseosus sequ^ioe obtained is herein desi^^ Based on the DNA2873S 

consemus sequence^ oligonudeotides were symhesized: 1) to identify by PGR a ^NA library that contained 
tibe sequence of interest, and 2) for use as probes to isolate a clone of the fuli-iei]gdi codhiig sequence for 
PRQ213. 

A p^ of PGR primers (forward and reverse) were synthesized: 
PJ15 forwaidPCRprimar 5'-TGGAGCAGCAATATGCCAGCG-3' (SEQIDN0:3) 
" reverse PGR nrin^ 5'-TTTrCX:ACrCCTGTCGGGTTGG-3' (SEQIDN0:4) 

Additionally, a synthetic oligonudec^de hybridization probe was constructed from &e consensus DNA28735 
H sequence x4iich had the folkiwii^ nucleotide sequence 
hvbridizadon probe 

LftZO S'-GGTGACACTKKXilAGTCAGATGIW (SBQ ID N0:5) 

?>=% 

H In order to scteen several lil^aries for a source of a foll-leqgth done, DNA fpom fbe libraries was 

s<^eened by IOlam[dificadon^;(^ the PGR primer p^i^^ A positive library was &en used to 

isolate cloi» encoding the PRC^13^ne using the probe oUgonudeotidean^ RNA 
for construction of the cDNA libraries was isolated from human fotai lung tissue. 
25 DNA sequencing of the dones isolated as described above gave the full-length DNA sequmce for 

PRQ2i3 [herein designated as UNQ1S7 PNA30943-1 163)] (SEQ ID N0:1) and ^ derived protem sequence 
forPR0213. 

The entire niK:Jeotide secpjcnce of XJNQI87 <DNA30943-1163) is shown in Hgure 1 (SEQ ID N0:1), 
Qom UNQ187 CDNA3Q943'1 1S3) contains a sit^e open reading frame with an apparent translatianal initiation 
30 site at nudeotide positions 336-338 and wling at stop codon at nudeodde posidons 1221-1223 (Figure 1). 
The predicted polypeptide precursor is 295 amino adds loqg (Figure 2). Qone UNQ187 (DNA3()94S-1163) 
has been deposited widi ATCC 

Analysis of the amino add sequence of the foil-length PRQ213 polypeptide suggests that a portion of 
it possesses significant homology to the human growth arrest*specific gene 6 protein. More sped&ally, an 
35 analysis of the DaybofT database (version 35 AS SwissProt 35) evidenced Kignifiesnt luHnology betrocsi the 
PR0213 ammo acid sequaice and die following Dayhoff sequences, HSMHG3W5A_6 and B4S089. 

EXANffLE 4 : Isolation of cDNA Qones Bacodina Human PR0274 
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A consensus sequence was obtaioed relative to a vaik^ of EST sequences as described in Exan^le 1 
above, wherein Hie consensus sequence obtained is herein Signaled DNA36469. Based oa the DNA364<^ 
consensus sequenoe» oligomidcotides were synthesiEed: 1} to identify by PGR a dDNA library that contained 
the sequence of interest, and 2) for use as probes to isdate a ctone of the full-leqgth coding sequence for 
PRQ274. ESTs piopri^aty to Geoentech were enq>Ioyed in die consensus assenibty. The ESTs are shown in 
5 Figures 5-7 and are herein designated DNA17873, DNA36157 and DNA28929, respectivdy. 
Pairs of PGR primers (forward and reverse) w«e synfliesized; 
forward PCR n rimer 1 Q6469.fl) S'^JTOATCCGGTICITGGTGCCC^^ (SEQ ID NOrll) 
forward PGR primer 2 (36i69.m 5*-GCrcTGTCACTCACXKnC-3' (SEQ ID NCfcl2) 

forward PCR Drimer 3 (36i69.m S'-TCATCTCnXX:^^ (SEQ ID N0:13) 

10 forward PCR Drimer 4 C36469.m 5'XXrrrCCGCCACGGAGTTC-3' (SEQ ID N0:14) 

P reverse PCR nr img 1 (36469.rn 5*-GGCAAAGTOCACrcCGATGATGTC^3' (SEQ ID NO:15) 
g reverse PCR primg 2 f36469, tl\ 5'-GCCrGCTC?rGGTCACA<Kn<nm^3* (SEQ ID N0:16) 
AdditicnaHy* a synthetic cligqniKleotidehybridizadoa probe was construct 
sequence ixiiich had die fbliowing nucleotide sequence 
15 hvlaidization orobe f36469.pn 
Mi 5'-TCGGGGAGCAGGarrrGAACCGGGGCATTGCrcCIU^ (SEQ ID NO: 17) 

r , ^ order to screen several libraries for a source of a fuH-leoigdi cIone» DNA fiom ihe libraries was 

Q screened by PGR an^lificationwilh the PCR primer pair identified abo ApositiveUbrary was then used to 
isolate clooeseBoodingthe.PR0274g«Qeushig die probe oUgonu^ RNA 
p 20 for constniction of the cDNA libraries was isolated firom human 

DNA sequencing of die clones isolated as described above gave the Ml-losgdi DNA sequence for 
PRQ274 [herem designated as UNQ241 (DNA39987-1 184)] (SEQ ID NO: 1) and die derived protehi seqittoce 
forPR0274. 

The cntne nucleotide sequence of UN<J24I (DNA39987-1184) is shown in Figure 3 (SEQ ID NO:6). 
25 Clone UNQ24i (DNA39987- 1 184) contams a sh^e open readmg frame with an apparent translational initiation 
site at nudeotide positions 83-85 and endit^g at the stop codon at nucleotide positions 1559-1561 ^^gure 3). The 
predicted polypeptide precursor is 492 amino adds long (Figure 4), has an estimated 
54,241 datons and an estimated pi of about 8,21. Caone UN(J241 (DNA39987-1184) has been dqjosited with 
^ ATCC and is assigned ATCC depodtno. 2097S6. 
30 

Analysis of tibe amino add sequence of die £ull-4e0gdi PR0274 polypeptide suggests diat it possesses 
significant homology to the Fn54 protein. More specifically, an analysis of die DayhofTdatabase (version 35.45 
SwissProt 35) evidenced significant homology between die PR0274 ammo add sequence and the following 
Daj*off sequences, MMFN54S2_1. MMFN54S1_1, CE1J48C1 J. CEF38B7_6, PRP3_RAT, INL3_PIG, 
35 MTCYD7A7 J3. YNAX^KLEAE, A47234 and HME2_M0USE. 

EXAMPLE 5: Isoladon of cDNA Qones Ricoding Human PRQ300 

A cons^isus sequence was obtamed relative to a variely of EST sequences as des 1 
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above, wherdn the consensus sequence obt^ Based on the DNA35930 

consensus sequeMc. oli^nudeotides were sjoufaesized: 1) to identify by PCSEt a cDNA library that contained 
Ihe seqiKiKe of interest, and 2) for use as probes to isolate a done of the ftiU-Ie^gth coding sequence for 
PROm 

Pbrward and reverse PGR primm were synthesized: 
5 forward PCR primCT 1 Qsmfll 5'-GCCXXXTCATCTTCACGI^^ (SEQ ID NO:20) 
forward PGR nrtmer 2 G5930.f21 S'-TCATCCAGCTCGTGCTGCrC-S' (SEQ ID N0:21) 
forward PCR f?rimg^ 3 V3S930.Q^ 5'<TICrT(XA(nTCnt3C^^ (SEQ ID NO:22) 
forward PGR nrimer 4 r3593Q.f4^ 5*-CCrGGGCAAAAATGCAAC.3' (SEQ ID NO:23) 
reverse PGR ndmCT I GSmrnS'-CAGGAATfYTAflAAnnrArnrArnn.^' (SEQ E5 NO-.24) 
10 reven^ Pn? primer 2 G5930.r2) y-TGGCACAGATrrrrr Arrr'APArY-^^ (SEQIDNO:25) 

Additionally, a synthetic oligonodeotide hybridization probe was amstnicted from the consensus DNA35930 
sequence wMdi had the following nucleotide sequence 

5'.TGTCCATCATTATGGTGAGOGCGGGCGTtK3AGA (SEQ ID NO:26) 

15 In order to screen several libraries for a source of a fpU-l«^gth done, DNA from the Libraries was 

screened by PGR an?)lification with the PCR priiner pair identifi^ Apoativelibiary wasfliennsedto 
isolate donesencodn^g the PRO300 gene usiog die pnte rKA 
for construction of the cDNA libraries was isolated from homan ftel ^dney tissue. 

DNA sequeittmg of die doaies isolated as described above gave the fhI14engdi DNA sequence for 
20 PRQ300 [herehidesignatedas UNQ263 (DNA40625-1I89)J (SEQ ID NO: 18) and the derived protehi sequence 
foarPRQMO. 

The entire nucleotide seqi^nce of UNQ263 (DNA40ffl5- 1 1 89) is shown in Rgurc 8 (SEQ ID NO; 1 8), 
Ckmc UNQ263 (DNA40625-1 189) contains a sfa^e open reading ficame with an ^|>arent tran^lfltfnnfll Initiation 
site at nucleotide positions 45-47 and ending at die stop codon at nudeofide positions 1416-1418 (Figure 8). The 
25 predi(aedpolypq>ddeprecarsori5457aminoaddskaig(Fig^ CloneUNQ263(DNA40625-l 189) has been 
deposited wifliATGC and is assigned ATCC deposit no. 2Q9788* 

Analysis of the ammo add sequence of the fuIHeogdi FROiQO polypeptide sug^sts fliat portions of 
it possess significant honiology to the Di£f 33 protein. More specifically, an analj^is of die D^*off datdwse 
(version 35.45 SwissProt 35) evideiKed significant homology between die PRO300 amino add sequence and die 
30 fbUowii^ Dayhoff sequaace, HSU49188_1 . 

EXAMPLE 6: Isolation of cDNA aonei^ ^TM«^"^P[ Wiimnn PJtc rysiA 

Two cDNA sequences were isolated in the amylase screen described in Exan^^le 2 and those cDNA 
sequences are herein designatedDNA12982 (see Figure 12; hmnanplacenla-dOTved) andDNA15886(sce Figure 
35 13;huaiansalivarygland-derived), TheDNA12982andDNA15886sequenceswerediendu$teredandaligncd, 
giving rise to a consensus nucleotide sequence herem designated DNA18832. 

Based on die DNAl 8832 consensus sequence, oligomKdeotide probes were generated and u^ 
ahumanpiacenlalibrary(LB89)iHqMrBdasdescnTjedinpa The clonhig vector 
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was pRKSB^RKSB is a precursor of pRKSD that does iH)tcoi^ 
253:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

PCRprinffirs (forward and reverse) were synftesized: 
forward PGR primer 1 n8832 efit,]0 ^'-TTfTTAr AnTTAfyy-irnYVY^-'i- (SEQIDNOzSl) 
forward PGR primear 2 n8832.fi 5»-CTroAGGAGCGTCAGAAGOG-3' (SEQ ID NO:32) 
5 reverse PGR mimer (18832.rt S^ATAAC^AATflA APW^rrfvym,^' (SEQIDNO:33) 
AddWonaUy, a qrothetic oligomudeodde hybri^^ 
whi^ had ihe following nucleotide sequence 
hvbri^zatioD mdbe n8832.p) 

5'.<KrrAATATCnOTAAGACGeKL\(KTA^ (SEQ ID NO:34) 

10 In onter to sareea several libraries fw: a source of a fuI14cDgfli done, DNA firom fhe Hbiaries was 

screened by PCXampUfuation with the PGR primer A positive LTirary was diea used 

to isolate clones encoding die PR0284 gene using die probe oligonucleotide and one of the PGR primers, 

A full leoglh done was ideitfified that contained a sipgle open reading frame with an zppsreat 
traaslati on al hiidation site at nucleotide positions 167-1^ and ending at die stop codon found at nucleotide 

15 positions 1Q22-1Q24 (Figure 10; SEQ ID N0*J7). The predicted p6typq>tide precursor is 285 amino acids loug, 
has a calculated molecular weight of ^roximatdy 32,190 daltons and an estimated pi of s^iproxnnately 9.03. 
Analysis of die fidl-kngdi PR0284 sequence shown in Figure 1 1 (SEQ ID HO:28) evidences die presence of 
die followaig : a signal p^tide from djout ammo acid 1 to about ammo add 24, transmen^rane domauis from 
about amino acid 76 to about ammo add 96 and from about annno acid 171 to about amino add 195 and a 

20 potenlidN-glycosylation site from about amino add 153 to about amhto add 156. aoiieUNQ247(DNA23318- 
1211) has been deposited with ATCC on ^ril 21, 1998andisas»gMdATCCdq)ositno. 209787, 

Analysis of die amino acid sequeiu^e of the full-length PR0284 polyp^tide suggests diat it possesses 
no significantscquence similarity to ai^ known protdn. However, an analysis offlieDaylioff database (version 
35,45 SwissProt 35) evidenced son^ ifcgree of iKjmology between the PR0284 annuo acid sequence and flie 

25 foBowing Dayhoff sequences, JQ0124. CELE04A4J. AB006451 J, AF030162J, IM23_^YEAST, S71194, 
NIA^CUO^, IM17_^yEAST, 130479 and HUMZFHPJ, 



EXAMPLE 7 : Isolation of cDNA aoneg Rnrndln f y TTi miftn PRfi^Ofi 

A cDNA sequence isolated in dw amylase screen as desmbed hi Exanqjie 2 above was found, by 
BLAST and FastA sequence aUgnment. to have sequence homotogy to a nucleotide sequence encoding sarcoma- 
associatedproteinSAS. This cDNAsequeoce is herehi designated DNA23Q20 (sec Figure 16). TheDNA23020 
secpence was then (xmpzxed to a vari^ of expressed sequence tag (EST) databases which mduded public EST 
databases (e.g.. GenBank) arul a proprietary EST DNA database (UFESEQ^, Incyte Pharmaceuticals, Palo 
AltOt CA) to identify existing homologies. The homology search was perfom^ using the con^niter program 
BLASTor BLAST2 (Altshul et aL. MethoA^ m nnzynp^nfj j^^dm^ /i ook)} Those con^atisonsrcsumng 
in a BLAST score of 70 (or m some cases 90) or greater dwt did not encode lo^^ 
assembled into a consensus DNA sequence widi die program •pbnq)" (Phfl Green, Universily of Washiiigton, 
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Seattle, Waahingum; http://bo7<!man mbtwasfaiDgton^edu/pIi^ Tte comeasus sequeitte 

olrtainedfeeteficom is heiein design Two prpprietazy Geiffiiaedi ESTs were cn^ 

assembly ^toein those EST seqooiKres are herein identified as DNA21971 (E^gme 17; SEQ ID NO:38) and 
DNA»037 (Figure 18; SEQ ID NO:39), 

Based on the DNA35858 consensus sequence, oligonudeotlde 100^ 
5 ahmnankidnQriihi^(LIB228)libraiypr^Qr^ Thedomog 
vector was pRKSB (pRKSB is aprecursor of pRK5D that does i»t coittain tte Sfil site; see. Holmes ^ al., 
Sdepce . 253: 1278-1280 (1991)), and the cDNA. size cut was less &an 2800 bp. 

PGR primers (forward aiul reverse) were syn^ized: 
forward PGR nrimer 1 GS858.fl^ S^ACC^Acyyrrrrfyy;TTfy-^^ (SEQIDNO:40) 
10 forward PCR p rimer 2 {358S8.f2^ 5'-GAGAATATGrrrTfiAflAnn-^' (SEQIDNO:41) 

reverse POt primer (3S858.rn S*-A<XAATarArTAr^rATTrr^^^^^ (SEQIDNO:42) 
Addidonally. a synthetic oligonucleotide hybiidizatkm irobe was constructed frcm the consensus DNA358S8 
sequence which had the following m^cleotkJe sequence 
hybridization probe ^5858 nn 

15 5'-<xxxxx:aaagg<:aagga(::aaackl^^^ (seq id no:43) 

In order to screoi several libraries for a source of a fon-leogtti ckKi^ 

screened by PGR an^lification with Oie PGR primer pair iden^ A positive lihraxy was dien used to 

isolate clones emxrfipg die PR0296 gene usirig the probe oUgonucleotide and one of &e PGR primm . 

A fuH length clone was identified diat contained a single cipen reading firan^ wititi an apparent 
20 translational mitiation site at nucleotide positions 174-176 and endipg at tine stop codon f<Mmd at micleotide 

positions 786-788 (Figure 14; SEQ ID NO:35). Tlie predicted polypqrtide precursor is 204 amino adds laB(g, 

has a calcutoed molecular weight of qiproximately 22.147 daltons and an estimated pl of ^rproximatdy 8.37. 

Analysis of the fun4ength PR0296 sequcmre shown m Figure 15 (SEQ ID NO:3^ evidences fee presence of 

the foUowi^g: a signal peptide fitm about amino add 1 to about an^ 
25 from about amino add 47 to about amino acid 63 , from about amhio add 72 to about amino add 95 and from 

abont ammo add 162 to about amtoo add 182. Clone UN(2260 (DNA39979-1213) has been deposited with 

ATCConApra21, 1998 and is assigned ATCC dfip<^ no. 209789. 

Analysis of the amino add sequence of the fun-lecgdi PRQ296 polyp^tide suggests that it possesses 

significant sequaice similarity to die sarcoma-anqilified SAS protein, thereby mrfirAHn^ that PR0296 may be 
iO a novel SAS homology More specifically, an analysis of tiie Dayhoff database (version 35.45 SwissProt 35) 

evidenced significamhomoiogy between the PR(>296amhio acid seq^ 

158391, Ga^llOei, SSC2B04J , HSU8103l_2, GD63_RAT, GD63.MOUSE, CD63JIUMAN, AFQ22813J. 
CD63_RABrr and CX)Q2_mJMAN. 

15 PXAMPLB 8: Isolation of cDNA doues, Ene^rfhy ^ii^pn mrtnw 

A consensus sequeiK* was obtained relative to a variety of ECTsequaices as described to 1 
above, wherein die consensus sequence obtained is herein designated DNA35612. Based on the DNA35612 
consoBus sequence, oHgoniKileotides were synthesized: 1) to idraitify by PGR a cDNA ffljrary that contained 
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the 5equem:e of interest, and 2} for use as probes to isolate a clone of ibc fuIHoigth coding sequence for 
PR0329. 

PCRprin^ (forward and levetse) were synthesized: 
forward PGR primer 1 r35612.fl^ S'-TGGGCTXniGKXrrCATGG-3' (SEQIDNO:46) 
forward PGR primer 2 f35612.f2> 5'-TTTCCAGOGCCAATTCn€^3' (SEQIDNO:47) 
reverse PGR primer 1 f35612.rn 5'-AGTTCTTGGACItn<lATAGa^ (SEQn>NO:48) 
reverse PGR primer 2 /3S612.r2> S'-AAACrTOGTTGTa^TCAGTGG^ (SEQIDNO:49) 
Additionally* a syntl^c ollgqnucleoticte hybridization probe was con^nicted fcom the consensus DNA3S6I2 
sequence vsidch bad the following nucleotide sequence 
hybridization probe G5612,pn 

5'-(n<JAGGGACCroTCKK:ACTOAGGAGAGCAGCTC^ (SEQ ID N0:50) 

In order to screen several libraries for a source of a fuU-Iengdi cIooBe, DNA ftosa &e libraries was 
screened by PGR anq;>lification with die PGR prin^psd^ A positive libzaiy was then used 

to isolate dones encoding aiePR0329g^ using the probe oligonudeotideai^^ SNA 
for coiKtrucdoaof the cDNA libraries was isolated ftom human fetal liver tissue (LIB6). 

DNA sequencing of the clones isolated as described above gave die foU-length DNA seqomce for 
PR0329 {hexeiu designated as UNQ291 (DNA40594-1233)] (SEQ ID NO:44) aid die derived protein sequence 
forPR0329, 

The enlirenncleotide sequence of UN(2291 (DNA40594-i233)isshowninRgurc I9(SEQIDNO:44). 
Clone UN(2291 (DNA4Q594-1233) contains a single open reading frame with an sparest translational initiation 
site at nucleotide positions 9*11 and ending at &e stop codon at nucleotide positions 1086-1088 (figure 19). Tbe 
predicted polypeptide precursor is 359 amino adds long (figure 20). The full4ength PR0329 protein shown 
in Hgore 20 has an estimated mdecular weight of about 38,899 daltoxsa^ Clone UN(2291 

(DNA40594-1233) has heea deposited witii ATCC on February 5, 1998 and is assigned ATCC deposit no. 
209617. 

Analysis of the amino scid se^ience of tbc full-length PR0329 polypeptide suggests that it possesses 
significant sequence similarity to a l^gh a£5nxty iamninogI<4n2lin recqjtor protein. More specificaHyt an 
analysis of die Dayhoff database (versioa 35.45 SwissProt 35) evidenced siigni&cant homology b^een the 
PR0329 amino add sequence and die following D^hoflf sequences, POGl^HUMAN, FGG0_HDMAN, 
P_R9i439. P_R22549, P^R91438, P_W00859, PJQf»lh P_R22550, HUMCD6406J and FCGl JtfOUSE. 

EXAMPLE 9: Isolation of cDNA T^nr^rlm^ pRfn^l 

A consensus sequence was obtained relative to a variety of EST sequences as d^cribed iuExan^Ie 1 
above, \Klieiein the consensus sequence obtained is herein desig^ated DNA42257. Based on the DNA42257 
consensus sequence, oligonucleotides were synthesized: 1} to identify by PGR a cDNA libraiy diat contained 
the secpience of interest, and 2) for use as pcob^ to isolate a chme of die fuU-lengifa codii^ sequence for 
PR0362. 

PCR primers (fOTward and teverse) were synd^sized: 
forward PGR primer 1 r422S7.fll 5^TATaxrrcr:AATrGAGCAOCCTGG-3' (SEQIDNO:53) 
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fbiwaid PCR Primer 2 (47757.n\ g'-CTCGGAAGArATfyyA APA An.q' {SEQIDNO:54) 
teverse PCR primer 1 r422S7.rl^ 5'-CTTr Ar^ ATfriYvy^rm^ (SEQIDNO:55) 
reverse PCR prinKT 2 (4T251.rl\ ^'^AC^AAKTCrAarxnrrnnrTTAr.^^ (SEQn)NO:56) 
Additionally, a synthetic oiigonndeotide hytwidization probe was constnwted ftom ti)e consensus DNA42257 
sequence ^lich had die following nucleotide sequeszce 
5 hybridization probe f42257.pn 

5'-TGGATGACCGGAGCCACTACACX3TX3T^ (SEQ ID N0:S7) 

In order to screeii several libraries for a source of a fuD-leogth clone, DNA feom the lilnaries was 
screened by PCR an^>lificationwidi die iOl primer pairs identifi^ A positive m»ary was dien used 

to isolate doiKseiK^ding the PR(>362geiK using the probe oOgonudw RNA 
10 for construction of die cDNA libraries was isolated fromhuman ftol brain tissue (LIB1S3}. 

DNA seqaencipg of the clones isolated as desaibed above gave die full-lengdi DNA sequence f<»^ 
PR0362 [herein designated as UNQ317 (DNA45416-1251)] (SEQ 
forPR0362. 

The entire nudeotide sequaiceofUNQS 17 PNA45416-1251) is shown mF?^ 
15 Clone UNQ317(DNA45416-125I) contains a single open readiog ftame with an ^ptaimtranslational initiation 
site at nucleotide positions 1 19-121 and cndipg at the stop codon at nucleotide positions 1082-1084 (Figure 21)* 
The predicted polypeptide precursor is 321 anmK> adds long (Figure 22). The fuIHength PR03€i2 prot^ 
showninHgqre2hasanestiniatednM)Iecularweightofal» Analysis 
of die fuU-length PR0362 polypeptide as shown in Figure 22 evidences the pres^ice of a glycosaniinpgfycaa 
20 attadmient site at about amino acM 149 to abom amino «dd 152 a^ 

a:a 276 to about amhK) add 306. Qone UN(2317 (DNA45416-1251) has been deposited widi ATCC on 
FamiaryS, 1»8 and is assigned ATCC dqxwit no* 209620. 

Analysis of die amino add sequence of die fuU-l«igfli PROS 62 polypqrtide suggests diat it possesses 
sigmikant sequence similarity to the A33 antigen protein and die HCAR protein. More specificaliy , an analysis 
25 of die Dayhoff database (version 35.45 SwissProi 35) evi<te3ced significant homology between die PR0362 
ammo add sequence and die followipg Dayhoff sequences, AB002341_1, HSU55258_1, HSCTNRCAMJ, 
RNU81037J, A33JIUMAN, PJV14158, NMNCAMRI_1» HSTrnNN2J. S71824.1 andHSU63041J. 

EXAMPLE 10: Isolation of cDNA dopes Encodhig Him^ PUn ^-K 
30 A consensus sequence was obtained lelative to a variety of EST sequences as descrihed m RTnmpTe I 

above, wiierein die consensus sequence obtained is herein toig?^^ Based <m die DNA42828 

oMisensus se^iaice, oUgonucleotides were syn&esized: I) to identify by PCR a cDNA library diat contained 
tiie sequence of interest* and 2) for use as probes to isolate a clone of die fiiU-lengdi coding sequence for 
PR03^. 

35 ApakofPC3lpriinOT(forwanIandrevme) weresynflttSBed; 

ferward PC3t primer f42828.fl^ S'-mAnTCTAr Aor AfifV^A Ami, Ann.v (SEQIDNO:60) 
levCTse PCR primer a2828.rn S'.A(^AnnrTnTATnrrTr^^-rnnnn.-x< (SEQIDN0:61) 
Addaionally. a synflifitic oUgmmcIeotide hybridization probe was constrmted ftom die consensus DNA42828 
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scqueis^e whicb had tbe foUowisg nucle(^(le sequence 

5'-GTATGTACAAAGCATCGGCATGGTKX:AGGAGCAGT^ (SEQ id N0:62) 

In Older to screen several libraries for a source of a fuD-lengfli doi», DNA from Oie libraries was 
screened by I<3laiiq>lificadonwifli the POtpri^ A positive library was tibtea used to 

isote clones encodipg die PR0363 gene usiqg the probe oligo^ rna 
for oonstructiQn of the cDNA librarfes was isolated from human fml kidney tissue (LIB227). 

DNA scqueodi^ of die clones isolated as described above gave die fuU-lengdi DNA sequence for 
PR0363 [herein designated as UNQ3 18 (DNA454 19-1252)] (SEQ ID NO:58) and die derived protem sequence 
forER0363. 

The entire mideotide sequeiK* of UNQ318 (DNA45419^1252) is shownin Figuie 23 (SEQ ID NO:58), 
Qone UNQ318 (DNA454 19-1252) contains a smgle open leadiag frame widi an ^parent translational inidation 
site at nucleodde positions 190-192 airfemln^g at flie stop codon at nucleotide positions 1309-1311 (Figure 23). 
^ The predicted polypqrtide precursor is 373 amino acids lo^ The fiiU-leDtgdi PRQ363 i^otein 

shown mHgurc 24 has an estimated nrolecularwei^ of abom 41^1 dal^ A 
transmembrane domain exists at amino adds 221 to 254 of die ffl 
IDNO:59). The PR0363polypqjftide also possesses at least tvroniyd^ 

adds 15 to 56 and from abc^it amino acids 87 to 116. Clone UNQ318 {DNA45419-1252) has been deposited 
H wifli ATOC on Febniaiy 5, 1998 and is assigned ATCC deposit 

Analysis of die amino add sequence of die fulI-leagaiPR03fi3 polypeptide suggests dial it possesses 
significant sequence simflarity to die cell surfiace protein HCAR, thei^y irKfinatrng PRQ363 be a iMJvel 
HCAR homolog. More specifically, an analysis of die Dayhoff database (veision35.45 SwissPtot 35) evicfcoced 
significant homology between die FR0363 amino add sequezK» and die following Dayhoff sequences, 
HS46KDA_1. HSU90716J. MMCARH_1. MMCAIOIOMJ, MMU90715_1, A33.HUMAN, P_W14146, 
P^W14158. A42632 and B42632. 

25 

EXAMPLE 11: Isolation of c DNA aones H T^ndfnp; Vf^^m ^n PR0868 

A oonsoisus sequence was obtained relative to a variety of EST sequaK» as desc^ 1 
above, whwein die consensus sequaicc obtamed is hmm designated DNA38133. Based on die DNA38133 
consensus sequence, oligonudeotides were syn&esized: 1) to idrai^ 

die seqimoe of interest, and 2) for use as probes to isolate a clone of tte full-leagfli codti^ sequence for 
PR0868. 

A pair of PGR prin^ (forward and reverse) woe synthesized: 
forward PGR lyrimer mm.m f'-CTAry-Anrr^Ar ATnrvvYTYy^ (SEQIDNO:65) 
reverse PGR primer r38133.rn S'^ACr^^ArAirY-rrAmrn^^ (SEQIDNO:66) 
35 AdditionaUy. a syndu^ oligonudeotide hybridization probe was constructed from die consensus DNA38133 
sequem^e wbach had die following nudeadde sequence 
hYhridi7;ttionrrnh>(<W^n?.pn 

5'.ACGATGATCGCGGGCTCX:CTrCTCCTGCTr^ (SEQ ID N0:ff7) 
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In Older to screca ^veral libraries for a source of a full-length dcme, DNA horn tbt libraries 
screened by PCDRanqjlification with the A positive library was then used to 

isdate clones eDcodii^lhePR0868gaie using the probe oy^ rNA 
for construction of the cDNA libraries was isolated ftom human fetal IddMy tissue QJB227). 

DNA sequencii^g of the clones isolated as described above gave the fUl-leogth DNA sequence for 
5 FR0868 [herein <fesignated as UNQ437 (DNA52594-1270)] (SEQ ID NO:63) and tte derived protein sequence 
forPR0868. 

The entire nucleotide sequence of UNQ437 (DNA525S)4-I270) is shown in Figure 25 (SEQ ID NO:63). 

Qone UNQ437 (DNA52594-1270) contains a smgle open reading firan^ wiih an qjparent translalional initiation 

site at nucleotide positions 325-327 axul endu^ at the stq) oodon at mideotide positions 2290-2292 (Figure 25). 
10 The predicted polyp^tide precursor is 655 amino acids long (Figore 26), full-lepgth PR0868 protehi 

shown in legate 26 has an estxn3atednK>lecularweig^ of about 71, 845 dah^ Analysis 
^ of die M-Ieiigai PR0868 polypeptide sequajce demonstrates die presence of conserved cystdne-containing 

domains from about amino acid 66 to about anxino acid 78 and to 123 to about amino acid 

^ 134 of die sequCTce shown in Figure 26 (SEQ ED NO:3), a TNFRdeadi domain ftom abwu amino add 85 to 
! y 15 about amino acid 110. aFASAjnonse deadi domain block from about amino acid 159 to about amino add 175 

andatransmanbranedomaintomaboutaniinoacid347toaboutamh^ Clone UNQ437(DNA52594- 

g 1270) has been deposited wifliATCX: on March 17, 1998 and is aligned ATCCde^ 
p Analysis of die amino add sequaice of die full-lengdi PR0S6S polypeptide suggests diat it possesses 

U significant sequence similarity to die tmnor necrosis fectorrecq^ 

1^20 be a iM)vd member of die tumor neacosisfectorrccQ)tor£^ More q»edfically, an analysis of die Dajtoff 

P <Jatabase(version35,45SwissProt35)evidenceds^gnificamhamo^^^ 

and die following Dayhoff sequences, RNU94330J. P_R99933, P_R99945. P_R99950, HSU94332J, 
CD40_HUMAN, S633^_^l, TNR2_HUMAN. MVU87844J AND CVU87837_1- 

25 EXAMPLE 12; Isolation of cDNA Qones Encoding Kiima n PR0382 

A consensus sequeiwe was obtahied relative to a variety of EST sequences as described m Exan^le 1 
above, wherein die consensus sequence obtained is herein designated DNA30892. Based on die DNA30892 
consensus sequence, oligonucleotides were syndiesized: 1) to identify by PCR a cDNA library diat contained 
die sequMce of interest* and 2) fiwr use as probes to isolate a done of die fiffl-lengdi coding sequence for 

30 FR0382. 

A pair of POl primers (forward and reverse) were syndiesized: 
forward PCR Primer 5'-TGACATC<K:CCITATGAAGCTGGC>3' (SEQIDNO:70) 
reverse PCR priyner 5'.TACACGTC0CTX}TGGTTGCAGATC-3' (SEQ ID NO:71) 
Additionally, a syndietic oligonucleotide hybridization probe was constructed ftom die consensus DNA30892 
3S sequence whidi had the foHown^ nucleotide sequence 
hybridization nrobe 

5'<XnTCAATGCAGAAATGATCX:AGa:TO (SEQ ID NO:72) 

In order to screen several Uhraries for a source of a fuli-lengdi clone, DNA ftom dK libraries was 
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screened by lOlanqdiftcadcm with the PC^ A positive library was then used to 

isolate ddneseiKX)diiig the PR0382gciffiusiagtbepro^ RNA 
for construction of (he d)NA Ubraries was isolated from human faal kidney tissue (LIB227) . 

DNA sequencmg of fee daies isolated as described above gave the M-lepgfli DNA secjueaoe for 
PR0382 [herein designated as UNQ323 a>NA45234-1277)J (SBQ ID NO:68) ami flffi derived protein sequence 
5 fbrPR0382. 

The entire inideodde sequenceof UNQ323 PNA45234-1277) is ^ 
Clone UNQ323 (DNA45234-1277) contains a sits^c open readiqg frame with an apparent transladonal ffl^riffTton 
site at nucleotide positions 126-128 and cndmg at fee stop codon at mic^ 

The predicted polypeptide precursor is 453 amim) adds long (Rguie 28). The fuO-Iei^ PRQ3g2 jwotem 
10 shown in Figure 28 has an estimated inoleailff Analysis 
of d» native PR0382 ainhio add sequence shown in Rgure 28 (SEQ ro 
putative transmmbrane domain from about anano acid 2^ 
jj at about amino add 1 to about amino acid 20, a putative apple domahi at ab^ 

^ add 419, a putative Kriggie domam at about annm) acid 394 to about amino add 4Qfi And a ht«riHinft ^nfflmfn^ 
rijl5 protease active site ^ about amino add 253 to aboot amino add m Clone UNQ323 (DNA45234-1277) has 
been d^sited wife ATCC on March 5, 1998 and is assigned ATCCdeposft no- 209654* 

Analysis of fee amino add sequence of fee fuH-leogfe PRQ382 polypeirtide suggests that it possess 
Significant honKflogy to serine protease piotems. thereby indicating that PR0382m^ be a novel serineprotease. 
Specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evideiKcd si^iificant homology 
yi20 between the PR0382 amino add sequence and fee followiqg Daybo^ sequences, HSU75329_l, 
P ENTK_MOUSE, HEPS_HUMAN. AFD30065J, HEPS_RAT, PLMN^PIG, P_R89430. P_R89435. 
PLMN_HORSE, PLMN_BOVIN and P_R83959, 
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MAMPUB 13 : bolatfon of cDNA aor^ Rnmdtng Human f^(}^ ^ 
25 A consGQSus sequeiK» was obtemed rdative to a varied of EST sequences as (tescribed m Exanqjie 1 

above, wherein fee consensus sequeiKe obtained is herdn designated DNA44706. An EST proprietary to 
Genenledi was anployed in fee consensus assembly and is haem des 

NO;75)* Based on the DNA44706 consensus sequence, oligcHnideotides were synfl^ized: 1) to identify by PGR 

a cDNA library that contained the sequence of interest, am! 2) for use as prd>es to isolate a done of the fiill- 
30 leogfe coding sequence for PR0545. 

Forward and reverse PCR primers were synfeesized: 

forward PGR primer 1 5'-GTCrcAGCACGTCnTCroGTCrc^ 

forward PCR nrimerl 5'-CATGAGCATGTGCACGGC-3' (SEQ ID NO:77) 

fjyryrol PCR primer 3 5^-TACCTGCAOGATGGGCAC-3' (SEQ ID NO:78) 
35 forward PCR Dtimer 4 5'-CACTGGGCAanCCCrn>3' (SEQ ID NO:79) 

reverse PCR primi^ri 5*-CTOCAGGCrGGTCTCCAAGTCClTCC-3' (SEQ ID NO:80) 

reverse PCR priasLZ 5'-TCCCr<mXXiACIUKK:AGCrTCC-3' (SEQ ID N0:81) 

reverse PCR prim^^ 5*-CTTCGCTGGGAAGAGTTTG-3' (SEQ ID NO:82) 
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Additionally, a synth^c oligonucleotide hybridkatton probe was constnicted from (he consensus DNA44706 
sequence which had the followiqg nucleotide sequotoe 
hybridization probe 

5'-<nXK:AACCAACAGATACAAACTCTTC^^ 
(SEQ ID NO:83) 

5 In order to screen several libraii^ for a source of a full^et^ cJone, DNA from the libraries was 

screened by PCR amplificat io n wifli one of the PGR primer pairs identified above, A posidveh*hrary was tiffin 
used to isolate clones enoodiog the PROMS gene usizig tte probe oligonucleotide and one of the PCk primers . 
RNA for construction of the cDNA liteuies was isolated from hunoanplac^ua tissue (LIB90). 

DNA sequoKnug of the dones isolated as described above gave flie M-tepgfli DNA sequem^e for 
10 PR0M5Dierein designated as UNQ346PI^49624-1279^^ 
forPR0545. 

The aitire nude(rtide sequaaoe of UNQ346 (DNA49624-1279) is stown in Figure 29 (SEQ ID NO:73), 
Qone UNQ346 (DNA49624-1279) oMitains a single open reading ftame with an qjparent translational initiation 
site at niKdeotide positions 31 1-313 and ending at the stop codon at nucleotide positions 2516-2518 OFiguze 29). 

15 The predicted polypqrtide precursor is 735 amino acids long (Fi^ Hie full-lengfli PR0545 protefai 
dK>wninFigure30hasanestim^moIecularwe|g)btofab^ In5K>rtant 
regions of the FR0545 amino acid sequence include the signal pq^ide, oorre^ndhig to amino acids 1 -23 , five 
potadial N-glycosylation sites, from about amino acid 111-114, amino acids 146-149, amino adds 348-351, 
amino dcsiis 449-452» and amino adds 648^1, and a naitral zinc mrtallopeptldase, zinc^jinding region 

20 signature sequence, fcom about amino adds 344-353- Cbne UNQ346 (DNA49624-1279) has been deposited 
widiATCC and is assigned ATCC deposit no. 209655. 

EXAMPLE 14: Isolation of cDNA Oon es Encn^fnp Hnm^ nntai 

A consensus sequence was obtained relative to a varied of EST se^L^ices as described 1 
25 above, v4kerein the consensus sequence obtamed is herein designated DNA42798. Based on the DNA42798 
sequence, oligonucleotides were synHiesizcd: 1) to idei^ by PCR a cDNA library that conlamed die sequence 
of interest, and 2) for use as probes to isolate a cIoik of the M-Iet^ coding sequence for PR0617 . 

A pair of PCR primers (forward and reverse) weie synthesized: 
forward PCR primer 5'^ACGGGCACArrr^,ATrjrr AAkTCi.v (SEQIDNO:86) 
reverse PCR Primer S'-GCTAGAGATGTAGAAGGGCAAGCAAGACC-S' (SEQ ID NO:87) 
AdditionaUy , a synthetic oligonucleotide faybridizadon probe was constructed fiom the consensus DNA42798 
sequence whidi had the following nucleotide sequence 

hvbriri|7^^'nnpm1v>, 

5*-GCTC0CrACCCGTGCAGGTTTCITCATrTC^^ (SEQ ID NO;88) 

In order to screen several libraries for a source of a fiill-teogtii dcmc, DNA fiom die libraries was 
screened by PCR anqrlifwadon with the PCR primer pair identified A positive library was dien used to 

isolate doms enoodiog die PR0617 gene using the probe oligpmideotide andone of die PCR pruners* RNA 
for constniction of the cDNA libraries was isolated Jhmi hu^ 
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DNA sequendog of die clones isdated as described above gave die M-Iei^ DNA sequence for 
PR0617 [hereia designated as UNQ353 (DNA48309-1280)] (SEQ ID NO:I) and die derived piotdn scqococe 
forPR0617. 

The entire nucleotide sequence of UNQ353 (DNA48309-1280) is showniaFigure 32 (SEQ ID NO:84). 
Qone UNQ353 (DNA4830^1280) contains a sipgle open reading fiarse with an apparent translational tmriAtirtn 
5 site at miclec^e positions 723-725 and ending at the stop oodon at nucleotide positions 924-926 (Figure 32). 
The predicted polypqrtiikpreairsor is amino The M-lepgdiPROSl? protein shown 

in Figure 33 has an estimated nu>IecuIarweig}itofaboat6»981daltons and 7«47. Analysis of die 

PR0617 amino add sequence also evidences the exist^ice of a putative signal peptide from about amino acid 
1 5 to about amino add 27 aiKi a putative protein Idnase C pliosphory lation si^ 
10 amino add 43. Cltme UN(J353 (DNA48309-1280) has beea deposited oa March 5, 1998 widi ATCC and is 
a^gned ATCX: deposit no- 209656. 

Analysis of tbe amino add sequoK^ of die fuD-leogdi PR06 17 polypeptide suggests diat it possesses 
significant homology to d^ CD24 protein, dierelyy jtwiirfltrt^ timt PR0617 may be a novel CD24 homolQg. 
Motc specifically, an analysis of die Dajlioff database (version 35.45 SwissPtot 35) evidenced sigmficant 
15 homology between the PR0617 amino acid sequence and the following Dayhoff sequences, CD24_HUMAN, 
CD24_MOUSE, S15785, CD24_RAT. VGB BPG4, MSE5_HUMAN, HSMHC3V«6A_2, MLU15184_8, P 
R85075, SEPL_,HUMAN and MTCy63_13. 

EXAMPLE 15: Isolation of cDNA q ^y^ Kn«vHnf r ^np«n PROrm 
20 A consensus sequence was obtained relative to a variety of sequences as described in Bxampls 1 

above, wherdn the consensus sequence obtained is herein designated DNA30S37. Based on ibc DNA30837 
consensus sequence, oUgonucleotides wexe synfliesized: 1) to identify by PGR a cD^ 
the sequence of interest, and 2) for use as prob« to isolate a clone of flie fUll-leogfh coding sequence for 
PRO700, 

25 Forward and reverse PGR primers were symhesized: 

forward PGR nrimerl 5*-ATGTIXrrTCGCGCCCTGGTG-3' (SEQ ID N0:91) 
forward PGR i mmer 2 5'-CGAAGCCAACAGACTCTACAG-3' C5EQ ID NO:92) 
reverse PGR primer 1 5'-AAGTGGTnorrTTf?rr^A AfY^^ (SBQIDNO:93) 
reverse PGR primer 2 S'-CGT(^A AfifinflATATATrnrr Ar.^^ (SEQIDNO:94) 

30 Additionally, a synthetic oligonudeotide hybridizadon probe was constructed firom tbe consensus DNA30837 
sequence which had tiie followii^ m^kotide sequence 

5'-GCATGGAAGATGCCAAAGTCTATCm5GCrAAAGTGGACrGCAC^^ 
{SEQIDNO:95) 

35 In onto to screen several iibraries for a source of a fall-Iengai done, DNA fam the libraries was 

screened by PGR anqiHfication with one of tbe PGR prlnier pairs identify A positive library was then 

used to isolate doncs encoding the PRO700 gene using the probe oligonucleotide and one of the PGR primers . 
RNA for construction of the cDNA libraries was isolated fiom human fetal kidney tissue (LIB227). 
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DNA sequ^ing of die clones Isolated as (tescribed above gave the full-leogdi DNA sequence for 
PRO700 \becem designated as UNQ364 (DNA46T76-1284)1 (SEQ ID NO:89) and the derived protein sequence 
forPRO700. 

TheraiirenucleotKteseqaenceof UNQ364 PNA46776-1284) is diOTO 
Qonc UNQ364 (DN A4OT76-1284) contains a single open reading firanK with an ^rpatent transMonal initiatkui 
5 site at nucleotide positions 33-35 and endii^g at tfie stop codon at 

llie predicted polypqrtide precursor is 432 amino aci^ Bie fiOHengfli PRO700 protein 

sfaowrainFigure 35 lias an estimated molecular we^^ Iit^Kxrtant 
rc^ns of tbe amino acid sequaice of PRO700 Inchute fibe signal pq^tide, corresponding to amino adds ftom 
about 1 to 33, regions homologous to disulfide isomerase, corresponding to aniino adds ftom about 82-99, 210- 
10 255, and 345-360, a tyrosine kinase pho^oiylation site, corresponding to anuno adds fiom about 143-151, 
and an «idopIaamicreticuhmitaigetiQg sequence, correspondli?g to ani^ C3one 
UNQ364 (DNA46776-1284) has been deposited with ATCC and is assigned ATCC Deposit Na 209721. 

EKAMPLB 16: Isolation of cDKA aonea Rncrvftnp TTiimAn mrrrm 

15 A consensus sequence was otrtainedrdative to a varied of EST sequences as de^^ I 

above, Ts4i«em tbe cQiisensus sequence obtaiMd is herein designate Based on the DNA36623 

consMsus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contanffid 
tbe sequence of interest, and 2) for use ^ .probes to isolate a done of &e foil-length coding sequence for 
PRO702, 

20 A pair of PGR primers (fcnrward and reverse) were synOiesized: 

forward PGR Primer G6623.fl^ S^^y.rTfiAi^ATfyrTfyv'A Af:Ar^^ (SEQn>NO:98} 
PCR primer (36023,ri) 5'-GATGATXK3AG(K:T(X:ATACC^ (SEQroN0:S9) 
Additionally, a synflietic oligonudeotidehybridizatioa probe was coiKtructed from the conseisus DNA36623 
sequence which had fbs following nucleotide sequence 
i5 hYhridiTJttfft n probe (36623,pl) 

5'-GTGTTCATTGGCGTGAATGACX7ITG^ (SEQIDNOrlOO) 
hi ordor to screei several libraries for a source of a full-length done, DNA from the libraries was 
screened by PGR anq)lificationwi& the POl primer pair identic A positive Ubraiy was then used to 
isolate clones cncodmg the PR07Q2 gene usmg the probe oUgonncleotide and one of the PGR prhners, RNA 
10 for construction of die cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of tibe dones isolated as described above gave the M-lengOi DNA sequeiKe for 
PR07Q2 fterdn designated as UNQ366 (DNA50980-1286)] (SEQ ID NO:96) ami die derived protem sequence 
forPRO702. 

The entire nudeotide sequence of UNQ366 (DNA5Q980-1286) is shown in Figure 36 (SEQ ID NO:96), 
5 Clone UNQ366 (DNA50980-1286) omtahB a su^e open reading fican^ wifii an sgpaient translational Nidation 
siteatnHdeoddeposiiions22-24andendingatdiestopcodoaatnudeoti^ The 
predicted polypqjdde precursor is 277 amiiio adds Ioi« (Figure 37). The foU-l^igth PRO702 protein shown 
m Rgure 37 has an estimated molecular wd^ of about 30.645 daltons and a pi of about 7.47. Analysis of die 
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full-length native PRO702 amiiKi acid sequence evidences the presence of a putative signal pqjtide from about 
amiiu) acid 1 CO about andna acid 25t potential N^glycosylatipn sites from Aont ammo acid 23Q tn ahn»t amfnn 
acid 233 and froin about amino add 2S8 to about amino acid 261 aiui a C-^pelecdn domain signatuie sequence 
firom about amino add 248 to abcMJt amino acid 270, Qone 
ATCConMarchSl, 1998 and is assigned ATOC deposit no- 209717. 
5 Analysis of the amino add sequence of the fuU-l^jgOi PRO702 polypeptide suggests that it possesses 

significant sequ^ice similarity to die ctn^glutimn protein, thereby inc&cating diat PR07QZ ms^ be a novel 
congjutinhi homolog. More specifically, an analysis of fte Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the FRO702 amhK) add sequence anddie fbllowh^ Da^ilioff sequences^ 
S32436, P_R75642, P _W18780, PJV18781, A53330, AC002S2SJ, HSPPA2IC0_1, CA21_HUMAN, 
10 CA14_HUMAN and A612e2. 

EXAMPLE 17 : Isolation of cDNA Q fmf< Bmwim^ ff^irm ^ P\l{Yf(y^ 

A consemussequoKe was obtained idative to a variety of ECTsequem^es as desctS^ 1 
above, wherein die consensus sequence obtained is herem designated DNA43047, Based on the DNA43047 
15 consensus seqiffioce, oligonacleotides were synfliesized: 1) to identify by PGR a cDNA library dm contained 
the sequence of interest, and 2) for use ^ probes to isolate a clone of die full-lengdi coding sequence for 
PRO703. 

Forward and reverse PGR piimras were syndiesized: 
20 forward PGR mmer 5'-GAGAGCy!ATfiO(yynrrArr^ {SEQ ID NO:103) 

levCTse PGR Primer 1 S'-GGAGAATGTGGCGAGAAG-S' (SEQ ID NO;104) 

reverse PC^ primer 2 5'-GCCCTGG(^CAnTnAfrrfY-ATAnAfY^^' (gpn m vn>tm) 

reverse PGR Primer 3 5'.ATCGACTTCAGCCK3ACAC-3* (SEQ ID NO:10Q 

Additionally, a synthetic oIigoniK:Ieotide hybridization pr^ 
2S sequence which had die following nudeotide sequence 

hvhridi7iiti»n pmhP 

5'<:CAGTGCCAGGATAGCTCTXnT00CCCCAGAGCATAAC^ 
(SEQIDNO:107) 

In order to screen several libraries for a source of a fidl-lepgdi done, DNA from the libraries was 
30 screened by PGR aII^>lificationwidl<me<^ die PGR primer pairs identify A positive Ubraxy was Oxen 

used to isolate dones encoding die PRO703 gene usmg die probe oligomK^ 
RNA for construction of the cDNA libraries was isolated fiomhaman fi?tal kidney tissue (LIB227). 

DNA sequendng of die dones isc^ated as described above gave die fuil-lengdi DNA sequezK^e for 
PR07Q3 [herdndesignatedas UN(2367(DNA50913-1287)](SEQIDNO:101) anddiederilvedproteinsequeiKe 
35 forPRO703. 

The ttidre nucleotide sequence of UNQ367 (DNA50913-1287) is shown in Figure 38 (SEQ ID 
N0:101). Clone UNQ3CT(DNA50913-1287)containsasiflgleopenreadii«fr^ 

initiation site at nudeotide positions 115-117 and ending at die stop codon at nudeotide positions 2305-2307 
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(Figure 38). Tliepredictedpolypepdde precursor is ThefiiB-IengaiPRO703 
protein shown in Figure 39 has an estimated molecular of about 78,644 daltons, and a pi of about: 7.65. 
Inq>ortant regions of the PRO703 ammo ackL sequence include the signal peptide, acAMP- andcGMP-dependent 
IHotem kinase i^iosphorylation site, a CUB domam protein motif, N-glycosylation sites and a putativB AMP- 
bfaiding domain signature. Oone UNQ367 (DNA50913-1287) has been dqwiled with ATCC and is 
ATCC <fcp<Kit no. 209716. 

EXAMPLE 18 : Isolation of cDNA Qones Encoding Human PRO705 

A consensus sequence was obtaiiBd relative to a variety of EST sequence as described ^ 
above, wherdn the consensus sequence obtained is herein designated DNA43437. Based on the DNA43437 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library diat contained 
g ^ sequence of interest, and 2) for use as probes to isolate a done of the fuU-leogth codiog sequence for 
^ PE«)705, 

^ A pair of POR. primers (forward and reverse) were synJhesized: 

0 forward PCR primer 5^AAnfyymAr Afy-nTkir ArrnT-i^* (SEQIDNOrllO) 

^15 revKse£ajj[irer5*-TGCAC^ (SEQIDNOrlll) 

in Additionally, a synfli^ic oligonucleotide tgrbridization probe was constructed ficom the consensus DNA43437 

s sequence which had the foUowix^ nucleotide sequence 

g hvbrtdizatioti nrobe (43437.pn 

U S'-GAATGCIXKJAACCKKKIACAGCAAAG^ (SBQ ID N0:112) 

^^20 In order to screen sev«al libraries for a source of a foll-l^igth clone, DNA from the lihrartes was 

^ screened by PGR anqilificatioii with the PCR primer pair identify A positive l&rary was then used to 
isolate clones e!KX)ding the PRO705 gene usii\g fee probe oUgonucleo^ RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue QJB227), 

DNA sequencing of the clones isolated as described above gave the fun<>lengdi DNA sequence for 
25 PRO705piercmdesignatedasUNQ369(DNA5(»14-1289)](SEQroNO:108^ 
forPRO705. 

The entke nucleotide sequence of UNQ369 (PNA5Q914-I28?) k shown in Rgure 40 (SEQ ID 
NO:108)* Clone UNQ369(DNA50914-1289)aHitains a singleopoireadmgframe withanapparenttranslatiorml 
mitiatiDn site at nucleotide positions 566-568 and ending at the stop codon at nucleotide positions 2231-2233 
30 (Fugure40). ThejM^edictedpolyp^tideprecurMr is 555 amino adds fong (Figure ThefiiII4engfliPRO705 
protein shown in Figure 41 has an estimated molecular wdgjh^ 

Analysis of the foll-lei^gth PRO705 sequence as shown in Figure 41 evidences the presence of the following: a 
signal pqrtide from about amino acid 1 to about ammo acid 23 , a cukaryotic DNA tqpoisomerase I active site 
from abcmt amino ojid 418 to about amino add 436. and various regions that show homology to various glypican 
35 proteins from about amino acid 237 to about ammo add 279, about mdno acid 421 to about amwift add 458, 
about amino acid 53 to about amino add 74 , about amino add 466 to about amino add 504, about ^wninn acid 
308 to about ammo acid 355. abom annuo add 104 to about amino add 156 and abnm 
amino add410. Clone XJNQ369(DNA5Q914-1289) hashes deposited with ATCC on M 1998 and is 

243 



assigMd ATCC deposit m,209rm. 

Analysis of tl» amino acid sequexice of ^ fulHei^ 
sigmficamsequox^e similarity to the K-glypicanprotein» thereby iiidk:^^^ FRO70S maybe anovel glypican 
protein fiunily member. More specifically, an analysis of the Da^ff database (version 35.43 SwissProt 35} 
evidenced significant homology between the PRO70S amino add wqoence and die following Dayhoff seqi^noes » 
GPCK_MOUSE, GLYP_CHI<X, GLYPRAT, CH-YP_HUMAN, GPC2_RAT, GPC5_HUMAN, 
GPC3_HUMAN, GPC3_RAT, P^R30168 and CEC03H12_2. 

EXAMPLE 19 : Isolation of cDNA QoDes EiKX)ding Human PJim(\^ 

A consensus sequence was olHained relative to a vari^ of EST seqoei^ 
above, ^lierein the comensus sequence obtained is herein designated DNA34024. Based on the DNA34Q24 
consensus seqn^ice, oligonndeotides wexe synthesized: 1} to identify by PGR a cDNA library diatcontahxed 
fte sequence of interest, and 2) for use as probes to isolate a clone of the fiiQ-length codmg seqmzce for 
PR07(». 

A pair of PGR primers (forward and reverse) were syndiesized: 
forward PCROTimer y<X:CAACX:CAACTCnTrACCK^^ (SEQ ID N0:115) 
reverse PGR primer S'^TIXrTCTGAGTGTACATCTGT^^ (SEQID N0:116> 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from die consensus DNA34024 
sequence which had the following nucleotide sequence 
hvbridization probe 

S'-GCCACCCTACCrcAGAAACTGAAGGAGGTT^ (SEQ ID 

N0:117) 

In order to screen several libraries for a source of a fuO-lengdi clone, DNA £rom the libraries was 
screened by PGR anqtiification with the PGR prhnex pair id A positive library was then used to 

isolate dlones encoding the PRO708 gene using the probe oligonucleotide an^ RNA 
for coDStrucdon of die cDNA libraries was isolated from hmnan bone marrow tissue (LIB2SS). 

DNA sequencing of the dones isolated as described above gave the foU-length DNA sequence for 
PRO708 [herem designated as UNQ372 (DNA4S^1292)] (SEQ ID NO: 113) and the denvedprotdn sequence 
forPRO708, 

The entae nucleotide sequence of UN<2372 (DNA48296-1292) is shown in Figures 42A-B (SEQ ID 
NO: 113), Clone UNQ372 (DNA48296-1 292) contahis a shxgle openieadhig frame widi an i^pparent translational 
initiadon site at nucleotide positions 891-893 and endii^ at die stop oo^ at nucleotide positions 2436-2438 
O^igures 42A-B). The predicted polypq>tide precorsor is 515 anm«> ackls long (Figure The foO-l^agdi 
PRO708 protein shown in Figure 43 has an estnnated molecular wei^ of about 56fiS5 daltons and a pi of about 
6.49. Analysis of the PRO708 ammo add sequence shown m Figure 43 (SEQ ID N0:114) evi(knces die 
existence of a putative sigpal peptide at about aniino add 1 to about anu^ 
seqi^nces at about ainhio acid 120 to alx>m animo add 132 and about am^ 

a putative tyrosine kinase ptospborylatkm site from about amino acid 1 63 to about mono acid 169 and potential 
N-glycosylation sxt^ from about amino acid 157 to about ammo add 1 60« about ammo add 306 to about amino 
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add 309 and about amino acid 318 to about amino acid 321. Qone UNQ372 (DNA48296-I292) has been 
dqxwited widi AT(X on Man:h 11, 1998 and is assigned ATCC depo^ 

Analysis of die amino acid sequence of tite foU-lo^gth PRO708 polypeptide suggests that it posasses 
significant honwlogy to the aryl sul&tase proteins, tiier^y indicating ftat PR07(» may be a novel aiyl sul6tase 
homolog. More specifically, an analysis of tte Dajlioff database (version 35.45 SwissPcot 35) evidenced 
5 significant homok^r betweoi die mOJQS amino add sequence and the fdlowing Daj^ioff seqaeaces. 
ARSB_HUMAN, CELC54D2_2, GQ2857, STS_HUMAN, 137186, D7187, GEN12648. CELD1014_7, 
GA6S_HUMAN and SPHMJCUMAN. 
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EXAMPLE 20: Isolation of cDNA Qones ^cndfnp mmtm PPm? n 

A consensus sequence was otomed relative to a varies of EST seqitt^^ 
above, wherein the consensus sequence obtained is herein designated DNA28739. Based on the DNA28739 
consensus sequence, oUgoniKleotides w«ae synfliesized: 1) to identify by POt a cDNA library diat contained 
^ the scqoeiK* of interest, and 2) for use as probes to isolate a done of the fuD-lcqgifa coding sequence for 
PRO320, 



y 
rui5 



If* 



y A paff of PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5'<;crCAGTGGCCACATGCTCATG-3' (SEQ ID NO;120) 
^ reverse Pg^ Primer 5'-GGCTGCACCTATGGCrATCCATAG-3' (SEQ ID NO:121) 
^ AdditionaHy, a synih^ oligonucleodde hybridization probe was constructed fixm die consensus DNA28739 
yl 20 sequence which had the fbOowiog nudeotide sequence 

5'-<L^TAAACIXJrCAGTACAGCrGTGAAGACA^^ (SEQ ID NO:122) 

In order to screen several lawarks for a source of a flill-lengih done, DNA ftom die libraries was 
screened by PCRanq^Mcation with die PCX prima: pair identify A positive hlirary was dm used to 
25 isolate clones mx)diAg the PRO320g^usuig the probe oligom rNa 
for constniction of die cDNA libraries was isolated froni honian 

DNA sequaidug of die dones isolated as described above gave die fuil-lengdi DNA sequence for 
PRO320 Ihereindesignated as UN(2281 (DNA32284-13(^^ 
forPRO320. 

The entire nudeotide sequence of UNQ28I (DNA32284-1307) is shown in I^gure 44 (SEQ ID 
NO:118), aoiffiUN<2281(DNA32284-1307)c<mtainsasiniJcopenreadii|g&^ 

initiation site at nudeotide positions 135-137 and ending at die stop codon at nucleotide positions 1149-1151 
(Rgure44). The predicted polypeptide precursor is 338 anrino adds long (Figure 45). ThefuU^engdiPRO320 
protdn shown in Figure 45 has an estimated molecular wd^ of about 37 , 1 43 daltcMis and a pi of about 8 . 82 . 
hi^rtant regions of die PRO320 amino add sequence incli^ die signal peptide, conespoiKlii^g to amino acid^ 
1-21 . an EGF-like douMin cysteine patteni signature, coirespondhig to amino 

bindipg EGF-lite domams, corresponding to amino adds 103-124, 230-151 and 185-206. respectivdy. Oor^ 
UN<2281 (DNA32284.1307) has been deposited widi ATCC and is assigned ATCC deposit no. 209670. 
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EXAMPLE 21; Isolation of cDNA Qones Bico^ff TTiimmi ^^ rm^ 

A coQsenm sequence was obtaxxzed relate 1 
above, wherein the consensus sequence obtained is heidn designated DNA34347. Based on (he DNA34347 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library timi contahied 
the sequenoe of interest, and 2) for use as probes to isolate a clone of the fiill-leng& codiog sequence for 
5 PR0324. 

PCR primers (forward and reverse) were synthesized: 
forward PGR Primer 1 5'-GCAATGAAfrrGGGAnrnrar-l' (SEQ ID NO:125) 
forward PGR primer 2 5'-CTGTGAATAGCATr:rTflfiO,^' (SEQ ID NO: 12^) 
forward PCR prin^ 3 5'-CTTTTr^ Afinr Arrnfi (SEQIDNO!l27) 
10 reverse PCR primer 1 5"-CTGTAGACATCCAAGCrGCTATCC-3* (SEQ ID NO:128) 
reverse PCR P rimer 2 5'-AAGAGTCTGCATCCACACCACTC-3' (SEQID NO:129) 

Additional^, a syiithetic oligqnuckotide hybridization probe w 
sequence ^^lich had (be followiiig nucleotide sequence 
15 hvbridizatioa probe 

5'-ACXnXJACGCTACTATGGGCCGAGTCGCAGGGACG^ (SEQ ID NO:130) 

In. order to screen several libraries for a source of a foll'teigdi done, DNA from the libraries was 
screened by PGR anq>Iificationwidi one ofihe PGR primer pairs idaatifM A positive libniry was then 
used to isolate clones encoding ^ PR0324 gene usbig the prt4)e oligoi^^ 
20 RNA for construction of the cDNA libraries was isolated from human fetal liver tissue (UB6) . 

DNA sequencing of die clones isolated as described above gave the foU-lenglh DNA sequemre for 
PR0324 {herein designated as UNQ285 (DNA36343-1310)] (SEQID NO:123) and &e derived protdn sequence 
forPR0324. 

The entire nucleotide sequwice of UN(2285 (DNA36343-1310) is dwwn in Figure 46 (SEQ ID 

25 NO:123). Cl0neXJNQ283(DNA36343-131O)containsash3gJeq)CTreadingfira^ 

initiatian site at nucleotide positions 144*146 and endix^ at the stop codon at mideotide positions 1011-I0I3 
ffigure46). The predicted polypeptide precursor is 289 amino ac^tong(R^^ The foil-length PR0324 
protein shown in Figure 47 has an estimated molecular weight 0 
Analysis of ttie PR0324 polypqrtide sequence shown in Kgure 47 

30 the following: a signal peptide from alKmt amino add 1 to about ami^ a tninsmembrane domain fiom 

about amino acid 136 to about amino acid 157, tyrosine kinase piu)sp3ioryIation sites from about aniino acid 106 
or about amino acid 107 to about amino add 113 and regions that are homologous to short-chain alcohol 
dehydrogenase regions from aboiit amino add 80 to abom amino acid 90, from about amino add 131 to about 
amino add 168, from about amino add 1 to about amino add 13 and ftom ahmit amtnn pr^M 1 m tn nhrmt nmrm 

35 add 185, aoneIJNQ285(DNA36343-1310)hasbettidqx>sitedwith ATCGonMardi30^ 1998 aiKi is assigned 
ATGC deposit no. 209718. 

Analysis of the ammo add sequence of the foil-length PR0324 polypei^ide suggests diat it possesses 
sjgnificam sequoK^ similari^ to oxitkM^ductases, therein 
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homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant lK)nK)]ogy between ibe FRQ324 amino ^id sequence and tbe following Dayboff sequences, B61209> 
A69965. YQKLBACSU. D69930, S76124, FABG_ECOU, C70023, S77280, FABG.VIBHAandMTV013> 



10 

Q 



in 



35 



EXAMPLE 22 : Isolation of cDNA Clones Encoding Human PR0351 

Aooiisensussequencewasobtainedrelativetoa varied of EST sequences as described 1 
above, wterdnflie cons^isussequezK^e obtained is he^ Based on the DNA35950 

consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as pn^)es to isolate a done of die full*lengb coding sequence for 
PR035h 



Forward and reverse PGR primers were symhi^ized: 

forwaiti PGR Primer y<:CTCTGCTGIXKXnx:GAGCC^^ (SEQ ID NO:133) 

reverse PGR primer 5'-GTGGGCAGCACnTAGCACa3CCT^ (SEQ ID NO:134) 
15 Acktitionally, a synthetic oliganucleotide hybridization probe was constructed &om consensus DNA35950 
sequence wiiicii had the following nodeotide sequence 
hybri^tizaqofipy^ 

S'-GGCnXXKlATCATCAGCTTTGC^ 



Q 

U (SEQIDNO:135) 

Ul 20 In order to screen several libraries for a source of a &ll-length done, DKA from the libraries was 

n 

scxeened by PCR amplification widi one of the PGR prima: ixairsidentinedab^ A positive lihraiy was then 
nsed to isolate clones encodmg the PRQ35 1 g^ using ^ probe oligonucleotide and one of d^ PGR primers . 
RKA for constnictian of the cDNA libntries was isolated fixmi hmnan f 

DNA sequeociog of the clones isolated as described above gave the fuU4eng& DNA sequence fdr 
25 PR0351 [herein designated as UNQ308(DNA4O571-1315)](S£QIDNO:130 
forPR035I. 

The entire nucleotide sequence of UNQBOS (DNA4057M315) is shown in Figure 48 (SEQ ID 
N0:131). Clone UNQ308 (DNA4Q571-13i5) contains two open reading frsmss wiA an sppsrtnt translational 
inidation site at nndeotide positions 18^191 ai^ a seccmd opeao. reading frame beiginnii:^ at nudeotide 470, with 
30 the two open reading frames ending at &e stop codons at nucleotide positicMis 363-365 and 2009-2011, 
respectively (Figure 48). Tbe predicted pol3rpeptide precursor is 571 aniino acids long (Pigu^ In^ortant 
regions of the amino add sequm:e of PR0351 inchuk the signal peptide, regions having sequence similarity 
to serine proteases of die ttypshifmnily, two N-glycosylation sites, and th^ G}oneUNQ308 
(DNA4aS71-1315} has been deposited widi ATCG and is assigned ATCC deposit no. 209784. 



EXAMPLE 23 : Isolation of cDNA Qones Encoding Human PR0352 

A consGisus sequence was obtained relative to a varied of EST sequences as described m Exan^ 1 
above, wherein the consoisus sequence obtamed is herein designated DNA36950. Based on the DNA36950 

247 



cxHisensus sequence, oligonuclec^ides were synfliesized: 1) to identify by fCSL a cDNA libraty that CQntaioed 
tbe sequence of interest, and 2) for use as inobes to isolate a done of tbe M-Iez^ coding sequeoce fox 
PR0352. 

PCR primers (forward and reverse) were syotiiesized: 
forwaid PGR primer 1 y-CTGGCACAGCTCAACCItilATCr^ (SEQ ID NO: 138) 
fonvard PCR nrinffir 2 S'-GCTGTCIXmTTGTCTC^ (SBQID NO:139> 

forwani PGR primer 3 S'-GGACACAGTATACTGACCAC-3' (SEQ ID N0:140) 
reverse PCR primer 1 S'-TGCGAACCAGGCAGCTgrAAGTGC-S' (SEQIDN0:14I) 
reverse PGR prinKr 2 5'-TGGAAGAAGAGGGI<K}TGATGTGG-3* (SEQID N0:142) 
Additionally, a syndi^ oligonucleotide hybridization probe was constructed fiom the consei^ DNA36950 
sequence which had ihe following nucleotide sequence 
hybridization probe 

S'-CAGCTCACAGACACCAAACAGCTGGT^^ (SEQ ID N0:143) 

In order to screen several libraries for a source of a Ml-leogfli done, DNA from the libraries was 
screened by IK^R amplification with the PCR primer pair idemifi^ A positive libraiy was then used to 
isolate doneseocodh^ die PR0352 gene using the probe oligonudeotideaiui one of &ePC^ RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227)« 

DNA sequeiKnag of the dones isolated as described above gave the full-iengdi DNA sequence for 
PR0352 Qierein designated as UNQ309 (DNA4I386-1316)] (SEQID NO:136) and die 
forPR0352. 

The entke nudeodde sequeiK» of UNQ309 (DNA413»6-1316) is shown in Figure ^ (SEQ ID 
NO:136). Clone UN(2309(DNA41386-1316)contams a single qiienreadhigfias^ 

initiation site at nndeotide positions 152-1S4 and etultng at the stop codon at nucleotide positions 1100-1102 
(RgureSO). Thepredictedpoiypeptideprecursoris316aniinoadd$Iotig(I^g^ Thef\ill-lengdiPR0352 
pzotein shown in Figure 2 has an estimated pl of about 4,62. Analysis of die fuH-lengdi FR0352 sequence 
evidaices die presence of a signal peptide from about amino add 1 to about amino add 28» a tra n s memb rane 
domain fipom about andno acM 251 to abcmt amiiK) add 270, potenli^ 

acid 91 to about amino add 94, about ammo add 104 to about amino add 107, about amino add 189 to about 
amino add 192 and aboot amino add 215 to about ammo add 218 and a region havix^ homology to 
immunoglobulins and MHCfixmiabamanu^ Qone UNQ3(9 (DNA41386- 

1316) has been deposited with ATCC on March 26, 1998 and is assigned ATCC d^sit ik>. 209703. 

Analysis of die amino add sequence of the full-IeQgdiPRQ352 polypqrtide suggests that it possesses 
Rignifinant fieqtiemy. jrimilflrtty tn fhe hntyttyhflin pmfem, therehy itttltcattng that PRQ3S2 is a rtovel butyrophiltn 
homolog. \iore spedficaUy, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the FR0352 amiiH) add sequence and die following Dayhoff sequences, 
BUTY^HUMAN, HSB73_1. GGCD80J, 146690, A33_HUMAN, P^R67988. CD86JtOUSE, P_R713e0, 
B39371andD50558J. 

EXAMPLE 24: Isolation of cDNA Qones Encoding Hnman PR0381 
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A consensus seqaei»:e was obtained xdadve to a variety 1 
above, T^tereia tfae cqdscqsus sequaice obtained is herein designftfed DNA396S1> Based on tbeDNA396Sl 
consemus sequence, oligonucleotides were synthesized: 1) to identify by VCR a cDNA library that contained 
Ite sequence of interest, and 2) for me as probes to isolate a done of the fuli-lenglii ooding seqaeoce fbr 
PRQ38L 

5 A pair of PCRprinieis (forward and xeverse) were synthesized: 

forward PCR oriiaer S'-CrTTOCTrGCTTCAGCAACAT^^ (SEQ ID NO:146) 

reverse PGR piim^ 5'-IKXX:AGAGC:AGGAGGAATGATGAGC-3^ (SEQIDN0:147) 

Additionally, a synlh^ oligoiKUcleotide hybridizatioa probe was constructed firom the consensus DNA396S1 
10 sequence had the foOowixxg nucleotide &eqam;e 
O hybridization probe 
m 5*-GTXK3AACGCGGTClTGACI^^ 

In ord^ to screen several libraries for a source of a fuU-^ko^ done, DNA fiom die libraries was 
screened by PCR ainpMcation with the PC^pxizner pair Iden^ A posidve library was then used to 

^15 isolate cloi£smx)dii^ the PR0381 gei^usii^ die probe oligonudeotide^ RNA 
for ccustrucdonof the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequendi^ of die doxies isdated as inscribed above gave the &n4eaigdi DNA sequence for 
PR0381 IhOKin designated as UNQ322 <DNA44194-1317)] (SEQ ID NO:144) and thederived protein sequence 
forPR038L 

^20 The i^Hm nudeotide sequKK» of UNQ322 (DNA44194-1317) is shown in Rgure 52 (SBQ ID 

NO:144)* aoi^UNQ322(DNA441i>4-1317)containsasiogJe open readii^g framed 
initiation site at nudeotide posidons 174-176 and eodiiig at the stop codon at nudeotide positions 807-809 
(Figure52). Thepredictedpc^ypc|rtideprecurs(Mf is 211 amino acto Thefull-IengdiPR0381 
protein shown in I^gure S3 has an estimated molecular wd^^t of about 24»172 dahons and a pi of about 5.99* 
25 Analysis of die M4eagdi PR0381 polypeptide shown in Figure 53 (SEQ ID N0:14S) evidences die presence 
of the following: a signal pq>tide fiom about andno add 1 to about amino add 20 , a potendai K-glyix>5y ladon 
site from about amino add 176 to about amino add 1 79, potmial casein Idnase n phosphorylation sites from 
about ammo add 143 to aboi4 amino acki 146, &om about anxino acid 1^^ 

mm> acid 178 to about amino add 181, and from ab(mt amino add 200 to about amino add 203, an 
30 endoplasmic redcuinm targeting sequence &om about amino add 208 to about amino add 211, FKBP-type 
p^4yl-prolyl ds-trans isonierase sites from abom aniino add 78 to about ami^ 

add 118 to about amino add 131» £P-handcaldum binding domains from about amirK) acid 191 to about amino 
acid 203» from about amino acid 184 to about amino add 2103 and from about amino acid 140 to about amino 
add 159, and an S-lOO/ICaBP type calcium binding domain ficom about amino acid 183 to about ammo add 203. 
35 Clone UNQ322(DNA44194-1317) has been deposited with AT^ 1998 and is assigned ATCC 

deposit no. 209808. 

Analysis of die amino acki seqisoice of the full-leqgth PR0381 polypeptide suggests diat it possesses 
significant sequence similarity to FKBP imnmnophilinprotdns, diereby indicath^diatPROSSl may be a iK>vel 
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FKBPimnumqiMinhOEmolog. More spedficaHy.aa analysis of teDajdwffdatab^ 
35) evidKiced significant homology between ttie PR0381 amino add sequence and the following DayJioCT 
sequences. AF04Q252J. 149669, P,R93551. S71238, CELC05C8J, CEU27353J, MIP^TRYCR, 
CEZC455 J, FKB4_HUMAN and 140718, 

EXAMPLE 25: Isoladon of cDNA aoms Enon^^n^r H^itrum PPmgi^ 

A consensus se^ience was olrtained relative to a variety of EST s« 1 
above, wherein tliecQiKensus sequence obtained is to^indesi Two proprietary Geraitech 

EST sequences were en^yloyed in the consaisus sequence assembly, wh^ein those EST sequences are hereta 
designated DNA23350 (Figure 56; SEQroN0:151) and DNA23536{^ Basedon 
die DNA40674 consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA MHary 
^ that contained the sequence of interest, and 2) for use as probes to isolate a done of die fuD-kngdi coding 
sequeiKe for PR0386. 

f^: A pair of PGR primers (forward and reverse) were synfliesized: 

^ forward PCR primer 5'-ACGGAGCATGGAGGTCCACAGTAC-3' (SEQ ID NO:153) 
rU 15 ^erse PGR primer 5'.GCACGTTTCTCAGCATCACCGAC-3' (SEQ ID N0:154) 
AdditionaUy, a synthetic oligonadeotide Ir^dization p^ 
sequence which had die following nucleotide seqi^nce 
H favhrifcatfonmnbe 

^ 5*<XKXrrGGCCK5CAOCTrcAACTCCI^ (SEQ ID NO:155) 

ijl20 In order to sareen several libraries for a source of a fuU-iaigai done, DNA from the libraries was 

P 8cree»ed by PGR an^catioawidi the PGR primer pan: identified aboTC AposidvehTirary was thai used to 
isolate doiwsm;oding fee PR0386 gene iising the probe olig^ RNA 
for ocMistniction of die cDNA libraries was isolated fix3m hnman 

DNA sequendng of the clones isolated as described above gave die full-Iepgdi DNA sequence for 
25 PRQ386 Dierciadesignatedas UNQ326 (DNA45415-1318)] (SEQ ID NO:149) and die derived protein sequence 
forPR0386. 

The entire ma^Ieodde sequence of UN(2326 0ONA45415.1318) is shown in Pigore 54 (SEQ ID 
NO:149). aoneUN<2326(DNA454I5-1318) contains asingleop^readingframewi^ 
initiation site at nucleotide positions 146-148 and ending at the stop codon at nucleotide positions 791-793 
30 (Figure54). The predicted polypeptide precursor is 215 amino adds long (Figure 55). Thefull-IengaiPR0386 
protdn shown in Figure 55 has an estimated molecular weight of about 24,326 daltons and a pi of about 6.32. 
Analysis of the fuU-Iengdi PR0386 sequ^ shown in Figure 55 (SEQ m 
die foUowing: a signal peptide from abom amino add 1 to about an^ 

about amino add 1 6 1 to about amino acid 179, an immunoglobulinrlike fold firom about amino add 83 to about 
35 aimnoacidl27andpotentialN.glycosylationsitesfi:omd)om 

anrnQ add 66 to abom amino add 69 ami ftom about amiiK) add aoneUN(2326 
(DNA45415-13l8)hasbeendepositedwidiATOConApriI28,1998andisass^ 

Analysis of die andno acid sequence of die fuU-leogdi PROS 86 polypeptide suggests diat it possesses 
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significant sequence smiilanQr to fhe sodium diannelbeta-2 subunit, llier^y inrfi^ftHng that PR0386 is anovel 
bomologlbereof, Morespecifically,attanalysi8oftlieDa3lK)ffdatabasc(vcrsi 

significant honaoli^ between tbe PR0386 amino acid sequence and fte followiiig Da>1ioff sequences, A57843, 
MYPO.HUMAN, GEN1453I. JC4024, HS46KDA_1, HSU90716J, I>86»6_2. MUSIGLVDJ, DMU42768_1 
andS19247. 

5 

EXAMPLE 26 : bolation of cDNA Qonea Rifl ndlnff nrv^im toos^ 

A consensus sequence was obtaii^d relative to a variety of EST sequeiKes as described in Exan?>le 1 
above, wherein fee consensus sequence obtained is herein designated DNA3963i. Based on the DNA39631 
consensus sequence, oligomjdeotides were syniesized: 1) to idaitify by PC31 a cDNA library that contained 
10 tbe sequence of interest, and 2) for use as probes to isolate a done of the fidHengfe coding sequence for 

^ -PRom 

Forward and reverse PGR primers were synthesized: 
g foTwatttPrPprtTpM- 5 <n^GGGGCTACACACX}GGGTGAGG-3' (SEQ ID NO:158) 
^4 teverse PGR Primer 5'-<3GTCCCGCTGCAGAAAGTAGAC5aj-3' (SEQ ID NO: 159) 

AdditionaOy, a synflietic oligonucleotide hybridization probe was constructed fitom fee conseiKUS DNA40654 
jj{ sequence winch had the fE>llowix2g nucleotide sequence 
1= hybridization paaibs 

g S'-GCCCCAAATGAAAAOXKKXXTAC^^ 
p (SEQIDNOrieO) 

hi order to screen several libraries for a source of a fiiU-teigfe done, DNA from fee litearies was 
P screaied by PGR a mp lification wife one of the PGR primer pairs identified above. A positive library was then 
used to isolate clones encoding fee PRO540 gene using tl» probe oligonucleotide and one of the PGR primers . 
RN A for constructi<m of fee cDNA libraries was isolated fitom human fetal kidney tissue (UR227), 

DNA sequencing of fee cta^ isolated as described above gave tte fidl-Iengfe DNA sequence for 
25 PRO540(ha:cindesignatedasUNQ341 (DNA44189-1322)l(SEQroNO:156)andfeederived^temsequaice 
forPRO540, 

Hie entire nucleotide sequence of UNQ341 a5NA44189-1322) is shown in Kgure 58 (SEQ ID 
NO;156). C3oneUNQ341(DNA44189-1322)containsasingIe<q)enread^ 

initiation site at nucleotide positions 21-23 and ending at fee stop oodon at nucleotide positions 1257-1259 
30 (Figure 58). The predicted polypeptide precursor is 412 amino acids long (Rgure 59). Hie fuH-lengfe PRO540 
protein shown in Figure 59 has an estiinated rnolecdar wei^ of about 46,658 d^ 
In?)ortant regions of the amino acid sequaice of PRO540 inchjde fee signal peptide, potential N-glya»ylation 
sites, a potential lq)id substrate binding site, a sequence typical of lipases and serine proteins, and a beta- 
transducinfimilyTrp-Asprqjeat Qone UNQ341 (DNA44189-1322) has been deposited wife ATCG an^ 
35 assigned ATCG deposit no. 209699. 

EXAMPLE 27: Isolation of cDNA aonea Encoding Human PR0615 

A consensus sequence was obtained relative to a vari^ of EST se^iem^ 
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above* wherda die comensus sequeiK^ obtained is herein designated DNA42240. Based on the DNA42240 
consensus sequence* oligonucleotides were synthesized: 1) to identify by PGR a cDNA libmy dxat contained 
the sequence of interest, and 2) for use as probes to isolate a cloi^ of the foil-length coding sequence for 
PR0615. 

Forward and reverse PGR primos were synthesized: 
forward PGR nrimcr S'-TGGTCTKXKXTIXSATCOT {SBQ ID NO:I63) 

forwaidPCRnrimer 5'-GTGTACTGA(X:GGCGGTrAG-3' (SEQ ID NO: 164) 
reMsePS.Erim5'-CroAAG<nGAT(^^ (SEQIDN0:ld5) 
reverse PGR Primer 5*-OCAGGAGGCTCATGGGAAAGTCG-3' (SEQ ID NO:166) 
Additionally, a synthetic oUgonocleotide hybridization probe was constructed from the consoxsus DNA42240 
seqi^:^ ^^lich had die fonowiag nucleotide sequence: 
hybridization probe 

5*.CCACGAGTCTAAGC\GATGTACrGCGTGTT^^ 
(SEQIDNO:ltf7) 

In order to screen several libraries for a source of a fiill-laag^ done, DNA from the libraries was 
screened by PGR anq)li£u:ation with one of the PGR primer pairs identified ato A positive library was then 
used to isolate clones encoding the PR06I5 gene ush^ die probe oligonucleotide and one of the PGR primers. 
RNA for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255). 

DNA sequeiKmg of the donee isolated as descr9}ed above gave ^ full-lenglh DNA sequem^ for 
PR061 5 Iherem designated as UNQ352 (DNA48304-1323)1 (SEQ ID NO: 1 61) and the cteived protein sequence 
fbrPR0615. 

The entire nucleotide sequence of UNQ3S2 (DNA483(M-1323) is shown in Figure 60 (SEQ ID 
NO:161). Qone UNQ352 (DNA48304-1323) ccmtams a single open readn^ frame with gn apj^r^t t Tsa\R]^nnnA} 
initiation site at nucleotide positions 51-53 and ending at the stop codon at nucleotide positions 723-725 ^^gure 
60). Tbe predicted polypeptide precursor is 224 anihK) acids long (Fi^^ Thefull-laigthPR0615protdn 
shown in Figure 61 has an estimated mdeoilar wd^ of about 24,810 daltons and a pl of about 4.75* 
Inq>ortant regions of the amino add sequeiK^e of PR0615 tndude a Qrpe n transmembrane domain, 
corre^Kmding to about amino adds 2443, odier transmembrane domains, corresponding to about amfnn acids 
74-90, 108-126, and 145-161, respectively, and a potential N-glycos^ation site, corresponding to about amino 
adds 97-100. Qone UNQ352 (DNA48304-1323) has been dqwsited with ATGC and is assigned ATGC deposit 
no, imiL 

EXAMPLE 28: Isolation of cDNA aot^ ^ic oding Human PR0618 

A consensus sequence was obtained relative to a varied of EST sequences as descrfi^ 1 
above, wherein the consensus sequence obtained is herein designated DNA309(X). Based on the DNA30900 
consensus sequence, oligcmucleotides were synthesized: 1) to identify t>y PGR a cDNA library that contahied 
the sequence of interest, and 2) for use as probes to isolate a done of the full-length coding seqoeace for 
PR0618. 
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Forward and leverse PGR pmsers were synlhesL^ 
forward PGR ^er 5*.TAACAGCTGCa:ACTGCTTC^ (SEQ ID N0:171) 
reverse PGR primer 5*-TAATGCAGCAGTGCAGGCCGGG-3' (SEQ ID NO:172) 

Additionally , a syniliedc oligonocleodde hybridization probe was constructed from (he consensus DNA3(KK)0 
sequence whicb had the foUowing nucleotide sequence 
hybridization probe 

5'-ATGG(XnXX:ACGGTX3CraTGGAGGGTGTTGCra^^ 
(SEQIDNO:m) 

Screening of the above described library gave rise to the partial cDNA done designated herein 
DNA35597(SEQIDNO:17P). Extension ofthis sequence using repeated cydes of BLAST and phr^ gave rw^ 
to a nucleotide sequence designated herein as DNA43335. Primers b^ed upon tiie DNA43335 consensus 
sequence were then prqKtred as follows. 

forward PGR Primer 5*-TGGGTATGCACrGAGGAGGCAGAAG-3' (SEQ ID NO:174) 

reverse PGR nrnner 5^AGGCAGGGACACAGA<nx:CAITCAC-3' (SEQ ID NO;175) 

Additionally, a synthetic oligonudeotide hybridization probe was constructed from the consensus DNA43335 

seqi^nce wias^ had the following nucleotide sequence 

hyfaidizationtytobe 

5'-AGTATGATTr(K:GGTGGAGGGAGGGCGA(^^ 
(SEQIDNO:176) 

hi order to screen several libraries for a source of a fUlMeogth done. DNA from the libraries was 
screaked by PGR an^)Iification with one of ^ PGR primer pairs identified A positive library was tiien 
used to isolate foQ length dones «3Codh)g the PR06 1 8 gene usiQg the second probe oligonucleotide and one of 
the second set of PGR primers. RNA forconstructionof^cDf^libraries was isolated ftomlumsanfo^ 
tissue (LIB229). 

DNA sequencing of the dones isolated as described above gave the foQ-Iengdi DNA sequoice fix 
PR0618 (herdndesignated as UNQ3S4 (DNA49152-1324)] (SEQID NO:168) andthe d^vedpiotdn sequence 
forPR0618. 

The entire nudeotide sequence of UNQ354 (DKA49152-1324) is sihown in Figure 62 (SEQ ID 
NO: 168). Gione UNQ354 (DNA49I52- 1 324} contains a single open reading finame with an qiparent translational 
initiation site at nudeotide positions 73-75 and ending at the stop codon at nucleotide positions 2479^2481 
(Figuie62). The predicted poIypq>tide precursor is 802 amino adds long (Rgore^^^ Thefoll*lengthPR0618 
protein shown in Figure 63 has an estimated molecular wd^of about 88,846 daltons and apl of about 6.41. 
itqportant regions of the amino acid sequence of PR0618 inchide type n traasmembrane domain^ a sequence 
typical of aprotease, trypsin family, histidine active site, mult^)le N-glyoosylation sites, two sequecces typical 
of a Kringle domain, two regions haviz^ sequence shnOari^ to Kallikreitt Hgst diain, and a region having 
sequence simOariQr to bw-density lipoprotein receptor. Clone UNQ354 (DNA491S2*I324) has been deposited 
with ATGG and is assigned ATGG deposit no. 2(^13. 
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EXAMPI^ 29 : Isolation of cDNA aones Encoding Hitman PRmi Q 

A consensus sequence was obtained idadve to a vaxie^ of EST sequences as described in Exanq^e 1 
above, wherein the cnTismaig Rftqiiem» fAtamftrf k hgffti'ii Hpfiignnrft<1 n>lA4^<it Based on tiie DNA44851 

consoisus sequoKce, oligonucleotides were synthesized: 1) to identify by FCR a cDNA libraiy that contained 
the sequence of interest* and 2) for use as probes to isolate a clone of the fuQ-lenglh coding sequence for 
PR0719. 

A pair of PGR primers (forward and reverse) were synthesized: 
forward VCR orimer S'-GTGAGCATGAGCGAGOCGIXXAC^S' (SEQ ID NO:179) 
reverse PCR Primer 5'-<KnATrACAACGCmtrrTGO^^ (SEQID NO:180) 

Additionally, a syndi^c oligonucleotide l^bridization ^xdbe was constructed fiom die consensus DNA44851 
sequence which had the folio wii^ nudec^ide sequence 
hvlHidizatiQn probe 

3'-TTGACTCItrKKm3AAT^ {SEQ ID NO: 181) 

In order to screen several libraries for a source of a full-lei^ done* DNA fiom the libraries was 

screened by PGR an^lificadon with the PGR primer pair identifi^ A positive libraiy was then used to 

isolate ctonesmxHling the PR0719g^ush% the probe oligoinK:^ RNA 

for construction of the cDNA libraries was isolated fnnn huxnan placed 

DNA sequencing of the clones isolated as described above gave the full-lengdi DNA sequence for 

PRCni9 Dwxeindesignatedas UNQ387 (DNA49646-1327)] (SEQro NO: 1^ 

forPR0719- 

The Qitire nucleotide sequence of UNQ3S7 (DNA49646-I327) is shown m Figure 65 (SEQ ID 

NO: 177). Clone TTNQ3«7 (DN ^7) CAntning n &in^^. nppn nftarimg frftrnft with an appattiptit fran«1atiftfia1 

initiation site at nucleoticte positions 223-225 and emliog at &e stop codon at nucleodde positions 128S-1287 
(Rgure65). The predicted polypq>tlde precursor is 354 amino acids long OFlgw ThefuQ-lengdLPR07i9 
protein shown in Figure 66 has an estimated molecular wei£^ of abcxit 39,362 daltons and a pi of about 8.35. 
Analysis of (he full lez^ PR07 1 9 sequeiKK evidences Ibe presence of a signal peptide from about amino acid 
1 to about amino acid 1 6 as shown in Figure 66 (SEQ ID NO : 178), a ll^ase-assodated serine-containing active 
site at abom amino acid 163 to about amnK> add 172, and two potential N-glycosyl^^ 
acid 80 to about amino acid 83 and about ansno acid 136 to a^ 

1327) has been deposited with ATCC on Mani 26. 1998 and is assigned AIGC deposit no. 209705. 

Analysis of the amino acid sequem^e of the fuli-lengdi PR0719 polypeptide suggests that it possesses 

fiigmfjcant Requenng ftimnarity tn the^ Hpiymrptn lipagA IT ptrrffttn^ th why tnrfifratmg fhafr mCHJ ] Q mny n^y^l 
lq)oprotein lq>ase homolog. More sped&ally, an analysis of die Dayhoff database (version 35.45 SwissProt 
35) eviiknced significant homology between die PRQ719 amino acid sequence and (he foUowhig Da^ff 
sequences, LIPL^HUMAN. LIPH_HUMAN, 083548^1, A24059J, P.R30740. D88666_l, A43357. A46696, 
B433S7andA49488. 

EXAMPLE 30 : Isolation of cDNA Qtmft ft Rncnritn ff Human FR0724 

A c(»isensu8 sequence was obtained rebtive to a var^ of EST sequeoces as described 
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above, wherdntbe conseom sequence obt^^ Based oa tte DNA3S6Q3 

consensus sequence, oligonucleotides woe synthesized: 1) to identify by PCR a cDNA Uhrary that contained 
fee sequence of interest, and 2) for use as probes to isolate a clone of tb& full-leqgth codSng sequence for 
PR0724. 

Pairs of PGR primers (forward and reverse) were synthesized: 
forward PCTtrnmer 1 5'-rifirT^ (SEQIDNO:184) 
forward PGR primer 2 S'-GTA AnnTrATTArAfyro-^' (SEQIDNO:185) 
reverse PGR Printer 1 5*-AGAACATA(K5AGCAGTCX:CACTC-3' (SEQ ID NO: 186) 
revise PGR primer 2 5'~rarr^arTCirTnr ArA ArrrrAnjx* (SEQIDNO:187) 
Additionally, a symhetic oligonucleotide hybridization probe was constructed from the consensus DNA3S603 
sequence ^dnch had the following nucleotide sequence 
hyfaridizatioa probe 

5'-GGCrATKKTKKXTIXK5G^ (SEQ ID NO:188) 

In order to screen several libraries foir a source of a ftill-teigth ckaae, DNA from the libraries was 
screoied by PGR amplification with die PGR prnner pairs ident^^ A positive library was then used 

to isolate doiffisencoduig the PR0724gaieusmg the fttobeoligonuc^ RNA 
for coQStrucdon of the cDNA libraries was isolated from human fetal lung tissue (UB26). 

DNA sequencmg of the clones isolated as described above gave Hm fuU-lengih DNA sequence for 
PR0724 Dierdn designated as UNQ389 ff>NA49631-1328)3 (SEQIDNO:182) and the derived protein sequence 
forPR0724, 

Tte entire nucleoddc sequence of UNQ389 (DNA49631-1328) is shown in Figure 67 (SEQ ID 
NO:182). aoneUNQ389(DNA4963M328)contaimasfaiglccpenreadiagfraxiKwitha^ 
initiation site at nucleotide positions 546-548 and endiog at die stc?) ccwton at nucleotide positions 2685-2687 
(Figure67). Tlie predicted polyp^rtideittecursor is 713 amino acids loi^ Thefoll-lcogfliPRam 
protein shown in Figure 68 has an estimated molecular weight of about 76, 1 93 daltons and a pl of about 5.42 . 
Analysis of the fuU-toigdi PR0724 ammo acid sequoK* slM^ 

presence of the followirig: a signal peptide from about amino add 1 to about amino acid 16, a transmembrane 
domam from about amino acid 442 to Oxm amino add 462 and LDL receptor dass A domain regions from 
aboutamino acid 152 to about amino acid 171, about anuno add 331 ^ 

374 to about amino add 393 and about amino add 41 1 to about amino add 430, Clone UNQ389 (DNA49631- 
1328)hasbeendq)osited with ATCG on April 28, 19^ and is assigned AT^ 209806 

Analysis of the ammo acid sequence of the full-Iepgth PR0724 polypeptide suggests diat it possesses 
significant sequence similarity to die human LDL receptor prrtem, thereby indicatipg that PR0724 may be a 
novel LDL receptor homolog. More specifically, an analysis of die Daj^ffdatabasc (version 35,45 SwissPtot 
35) evidenced significant homology betwe^ die PR0724 andno acid sequence and the following Dayhoff 
sequences, P_R48547, MMAM2R_1. LRP2_RAT, P_R605I7. P_R47861, P_,RD5533. A44513J, A30363, 
P_R74692 and LMLIPOPHOJ. 

EXAMPLB 31: Isolation of cDNA aones Engidn. ^ TTiim^ 
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Ooi cDNA seqoenoe was isolated in the smylsise screen described in Exanqde 2, \riierein tbat cDNA 
sequeiK:eififaereindesignatedDNA43509(^Figurc71), Based on flic DNA435095equeiK».oligaxiudeotide 
prd>es were generated and used to screen a hoznan fetd hxQg li^ 

lofExanq}le2above. TlicdomngvectcM: was pRK5B^KK5B is a precursor of pllKSD that do^no^ 
&e Sfil site; see. Holmes « al, , Sci^ice, 22: 1278-1280 (1991)), and tiie cDNA size cot was less fiian 2800 bp. 
5 A pair of PCR primers (forward and reverse) were 8ynfljesi2sed based on the DNA43509 sequence: 

forward PCR tmnttr 5'-CGTTTTC<^GAA(XrrACT^^ (SEQn)NO:192) 
reverse PGR primer 5'-CrTCCACCAACTtnr!A ATf;TTfy^^ (SEQ ID N0:193) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed &am the conseosos DNA43509 
sequence VfiikA bad fte folbwing niK^Ieotide sequ^^ 
10 hybridfeffftyq probe 

5'-AAAGTGCTGCT(KritKKnxn<^ (SEQ ID NO:194) 

Usii^ fl^ above described prhners and library, a M l^igth cl(^ 
^ op^ reading &ame with an q^paremtranslational initiation^ 131-133 and ending at 

the st(q)codon found at ttudeotide positions 587-589 (Figure 69; Hie predicted polypeptide 

IS precursor is 152 amino adds long, has a caknslated molecular weigjit of ap proxintttely 17,170 daltons and an 
estimated pi of approximatdy 9,62, Analysis of fliefuU4fii^;fliPR0772 sequence shown in Fig^ 
NO: 190) evidences die presence of the following: a potemial type n transmembrane domain &om idxnit ^mim 
add 26 to about amino acid 42, o&er potential ttansmembrane domains from about amino acid 44 to about amino 
^ acid6S,&omabomanunoadd81 toabcHitanu^ 

yl20 129, leucine z^per pattern sequences from about amino add 78 to about andno add 99 and from about amino 
add 85 to about amino add 106. Qone UNQ4J0(DNA49645-1347) has been deposited wifliATCX: on 
28, 1998 and is assigned ATCX: deposit no. 209809. 

Analysis of the annno acid sequence of the foU-leogth FR0772 polypeptide suggests that it possesses 
significant sequence shnflarity to &e human A4 protein, thereby mdicating that PR0772 be a novd A4 
25 proteinhomolog* Afore specifically, an analysis of the Da^off database (version 35,45 SwissProt35) evidenced 
significant homology between the PR0772 amino add sequence and the followipg Dayhoff sequences, 
HSU93305 J, A4F_HUMAN, CELB0454^2. VPUJSRV, CELC12D12^2, CKXMAORTl, LBFfflGlEJO. 
YIGKJECOn. 876245 and P_R50807. 

30 EXAMPLE 32: Isolation of cDNA aones Encoding Human PR0852 

A consensus sequence was obtained relative to a varied of EST sequences as described in Exan^k 1 
above, wherein the consensus sequence obtained is herein designated DNA34364. Based on the DNA34364 
consensus sequence, oligonudeotidefi were synthesized: 1) to identify by PCR a cDNA library that contained 
die sequence of mterest, and 2) for use as probes to isolate a done of die faH-leciglh coding sequence for 
35 PR0852. 

PCR primers (forward and reverse) were synthesized: 
forward PCR Primer 1 y^r^AnAAr^ArAnArrrrrnjx' (SEQIDNO:197) 
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forward PCR primw o. S',nfiA a ^-rmn^nnrrL a A.nn y (SEQID NO:198) 
forward PCR rmm^ 3 jy;ATrrrAfyY-Afir a Lcmnrux^ (SEQID N0;199) 
l2EwadUPra£^^5*-<X;CI^^ {SEQIDNO;200) 
forward PCR primer ^ 5'.(ynr-rTnTra^rTr:nATrtf^-»i (SEQ ID NO:201) 
reverse PCR primer 1 S'-GACAAnArTAry^TYYvyrTYwrr'-a' (SEQ ID NO.202) 
5 reverse PGR primer 2 5^TCATTy^rAfmr Ar^APfTYyrrf:.<>^ (SEQ ID NO:203) 

Additionally, a synthetic oligonudeotide hybridization probe was constructed ftom the consensus DNA34364 
scquem which had the followipg nucleotide sequence 
hybridization probe 

y•CCClCC^^GG<K^TTQkQC^^ (SEQ ED N0:2(H) 

10 In order to screen several libraries for a source of a fiill-leagth ck»ie, DNA fiom the libraries was 

screened by P(3lan^lificationwifli the PGR iMim^ A positive library was dien used to 

isolate donesencodmg the PR0M2gei]c using the piobeoligonucto RNA 
for construction of die cDNA libraries was isolated firom human fetal kidney tisaie (LIB228). 

DNA sequencing of tite clones isolated as descaibed above gave the fall-length DNA sequence tot 
15 PR0852Cl^indesigoatedaslJN(}418(DNA45493-1349)](SEQro 
forPR0852. 

The eitire nucleotide sequence of UNQ418 CDNA45493-1349) is diown in Rguie 72 (SEQ ID 
NO:195). aoneUNCJ418(DNA45493-1349)contamsa8mgJeopenre^^ 

initiation site at nucleotide positi<His 94-96 and encfing at flie stop codon at nucleotide positions 16748-1650 
20 ^igGre72), Thepredicted polypeptide precursoris 518 aniino adds loi^{^^ lhefun-leQgthPR0852 

protein aliown in Figure 73 has an estimated molecular weigjit of about 56 , 1 80 daltons and a pl of about 5,08 . 

Anatysis of the fon-lepgdi PR0832 sequence shown m 

tbe foUowing: a signal pq>tide ftom abom annuo acid 1 to about amino ac^ 

about amux) add 466 to abom amiiw a<M 494. potential N-gJy^ 
25 abom amnio add 173 and abom amino add 366 to abom amino add 3 . 

fiom about amuw add 10 to about amino acid 31 and ftom abom an^ 

blodcs of amino acids havii^ sequeiK« honwiogy to eukaiyotic a^ 

acid 109 to about amino add 118. fiomabom amino add 252 to about aauno add 261 and ftom about amino 
add 298 to about amino acid 310. Clone UN(J418 (DNA45493-1349) has been deposited with ATCC on April 

30 28, 1998 and is assigned ATCC deposit IK). 209805. 

Analysis of die ammo add sequaice of the full-length PR0852 polypeptide suggests that it possesses 
significant sequence similarity to various protease proteins, diereby indicating fiiat PR08S2 may be a novd 
protease protdn or homolog tiiereof. More specifically, an analysis of tiie Daj^off database (version 35.45 
SwissProt 35) evidenced significant homology between die PR0852 antino add sequence and tiie following 

35 D^hoff sequences, PEPC^HUMAN, S66SI6, S66517, PEPE^CfflCK, ClATD^HUMAN, P_R742(y7. 
CARP_YEAST, PEP2_RABIT, CATB_HUMAN and Re^^MOUSE, 

gKAMPLE 33: Isolation of cDNA aones pncndinff q^tnan PRQ853 
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A consenm sequence was obtained idat^ 1 
above, wberein the conseiKus sequence obtained is herein (tesigooted DNA43QS0. Based on the DNA43050 
consensus sequence, oligonndeotides were synthesized: 1) to identify by PCR a cDNA library tbst contained 
the sequence of interest, and 2) for use as probes to isolate a doiK of die fuU-length coding sequence for 
PR0853. 

5 Forward and reverse PCR primers were synthesized: 

forward PCR prin^ S'-^TTCATGGCOTCKiACTTGG^^ (SEQ ID NO:207) 
reverse PCR Primer 5*-ACGa:AGTGGajrCAAGCrG(nTG-3' (SEQ ID NO:208) 
Additionally, a synthetic oligoxnzdeotide hybridization probe was constructed from tiie consensus DNA43QS0 
sequence which had tiie f ollowiqg nucleotide sequence 
10 hybridization probe 

5*<nTrCTGAGCrCTGAGCCACGGTroGAC^ (SEQ ID NO:20?) 

in order to screen several libraries for a soorce of a full-leagth clone, DNA from die libraries was 
screened by P(3lan5)iiflcation with one of die PCR primer A positive hT)raiy was then 

used to isolate clones encoding the FR0853 gene using die probe oligonodeotide and one of die PCR primers . 
15 RNA for construction of the cDNA libraries was isolated from human kidney tissue (LIB228)* 

DNA sequendng of the dooes isolated as desoibed above gave the foU-Ieogdi DNA seqam:e for 
PR08S3 Dierdn designated as UN(24I9 (DNA4a227-1350)] (SEQID NO:2Q5) and the derived piotem sequence 
forPR0853. 

The entire nucleotide sequence of UNQ419 CDNA48227-1350) is diown in Figmc 74 (SEQ ID 
20 NO:205), CIoneUN<J419{DNA4S227-1350)containsasingle(^readingfn^ 

initiation site at nudeotide positions 128-130 azulaHii&ig at die stop codon at m^^eotide positions 1259-1261 
(Figure74). The predicted polypq)tide precursor is 377 amino adds to^ Theftll-teigfliPR0853 
protein shown in Figure 75 has an estiinated xnolecular weight of abo^ 

Ia]|)onant regions of the amino add sequence of FR0853 indude tfie signal peptide, oorrespondii^ to amino 
25 adds from about 1 to about 16 of SEQ ID NO:206, (he gjycosaminoglycan attachment site, corresponding to 
amino acids fern about 46 to about 49 of SEQ ID NO:206, aM two sequences typicsl of die short-cham alcohol 
dd^drog«}ase&mfly,corre$pondn^toamnu>addsfiTHnabout37toab^ of 
SEQ ID NO:206. respectivdy. Qone UN<i419 (DNA4a227-13^) has been deposited widi ATCC and is 
assigi^ AIXX deposit no. 209812. 

EXAMPLE 34 : Isoktion of cDNA Clnneg KncMm^ ffimi^n TOfW^p 

A consensus sequence was obtahted rdattve to a variety of EST sequences as described in Exanq>le 1 
above, wherein the consmsus sequence obtained is herein designated DNA38137, Based on the DNA38137 
consensu sequence, oligonucleotides were synfliesized: 1) to identify by PCR a cDNA binary tiiatcontamedflie 
sequence of interest, and 2) for use as probes to isolate a doi^ of die M-Iengdicodiqg sequence for PRO860. 

Forward and reverse PCR primers were synthesized: 
forward PC^R primer 5'-GAAGGGACCTArATryiYymTfvyr.^' (SEQ ID NO:212) 
reverse PCR primer 5 -^ACH'GACCTTCCAGCTGAGCCiACAC^S' (SEQ ID N0213) 
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Additionally, a synthetic oligonucleotide hybridization probe was oonstnicfed fiom the conseisus DNA40654 
sequence which had the following nucleotide seqiKoce 
hybridization probe 

5'-AGGACrACACGGACKXTCTCKJAGCTrCTGGC^^ 
(SEQIDNO:214) 

5 In order to screen several libraries for a source of a fan-lengdi done, DNA fiom tbs libraries was 

screeiBdbyPCRanq)lificaiionwitfaoneoffljePCRpriiiicrpair^ A positive library was then 

used to isolate dones encodii^g the ER086G gene nsing the pr<*e oU 

RNA for construction of die cDNA libraries was isolated from human fi^ lung tissue (LIB26). 

DNA sequencing of die dones isolated as described above gave die full-leagth DNA sequeiw for 
10 PRO860[hereindesignatedasUNQ421(DNA41404-1352M 
^ forPROSfiO. 

5 Tte entire nucleotide seqi^nce of UNQ421 (DNA41404-1352) & shown in Hgore 76 (SEQ ID 

^ NOaiO). CloneUNQ421 (DNA41404-1352)contaiiMaMi^gJeopenreadiQgfTamewidia^ 
^ initiation site at nucleodde positions 5^-60 and endmg at the stop cod(m at nudeotide posidons 3013-3015 
PylS (Figure 76), Thepredictedpolypq>tideprecursoris^aminoacidsloag(Figure77). ThefuIl-l»^PRO860 
III protdn shown in Figure 77 has an estim^ molecular wdght of about 105,336 daltons and a pi of *out 6.55. 
n ^3^rtant«^ns of Ihe amino add sequence of PRO860ii^^ 

^ about ammo adds 448-467, the extracdldar domain, correspondix^ to amino adds about 1-447, several N- 
glycbsylation sites, numerous N-myristoylation sites and a sequence typical of phosplioQrrosme mteractiaa 
g20 domain proteins.. Qone UNQ421 (DNA41404-1352) has been deposited with ATCC and is assigited ATCC 
ft deposit no. 209844. 

EXAMPUB 35: Isolation of cDNA Clones Enc odhig Human 1^0846 

A consensus sequence was obtained relative to a varied of EST sequences as descrfl)ed in Ex^^ 1 
25 dx>ve,wherdn the consensus sequence obtained is herein designated DNA39949. Based on die DNA39949 
consensus sequeace, oligonucleotides were syntiiesized: 1) to identify by PCR a cDNA library diat contaiiwd 
die se^ieiwe of interest, and 2) for use as probes to isolate a done of the fuU-lepgdi coding sequence for 
PR0846. 

Forward and reverse PCR primers were synthesized: 
30 forward PGR nrimer 5'.CCCTGCAGTGCACCrACAGGGAAG-3' (SEQ ID NO:217) 

ffimseESuE^ 5'<rrxnoTC(x^ 

Additionally, a symhetic oligonndeotide hybridizaticm probe was constructed fiom tbe consensus DNA39949 
seqpience whidi had the foUowii^ nucleotide sequence 
hvbridi2ation probe 
35 5'-GGTCCAGGAAGGGTGGGATCCrCITCl^^ 
(SEQIDNO:219) 

In order to screen several libraries for a scnnce of a M-lengfli dime, DNA ftom the Hhraries was 
screened by PCR an5>li£fcationwifli one of die PCR primer pairs A p(»ifive library was flien 
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used to isolate dooes Qicoding tbe PR0846 gene usi^ 

RNA for constructioa of the cDNA librazies was isolated from human fetal kidney tissue (LIB227)* 

DNA sequendz^ of the clones isolated as described above gave the fiill-4eQggi DNA sequeooe for 
PR0846 Diereindesignaied as UNQ422 (DNA44196-1353)] (SEQ© 
fQrPR0846. 

The entire nudeotide sequttK» of UNQ422 (DNA44196-I353) is shown m Figure 78 CSEQ ID 
NO;2I5), aoi»UNQ422(DNA44196-1353)containsasii^eopenreading£^ 

initiation site at nucleotide positions 25-27 and emfing at the stop codon at nudeotide positions 1021-1023 
(Figure78). The predicted polypeptide predirsor is 332 atoi^ Thefiill-lengthra0846 
protein shown in Figure 79 has an estimated molecular wei^ of about 36, 143 daltons and a pi of ^ut S.89. 
Inqxmam regions of the amino add sequence of FR0846inch^ 

an N-glycosylation site, a sequence typical of fajrinogen beta and ganmm diains C-tennind domam, a^ 
sequenoeopicdof^likeV-typedomamasshowninFigure?^^ aoi»IINQ422(DNA44196-1353) has been 
^ deposited with ATCC and is assigned ATCCd^sit no. 2JQ9M7. 

Co 

njl5 EXAMPLE 36: Isolation of cDNA Ckmes Encoding Human PR0862 

A consensus sequence was obtamed relative to a varied of EST sequences as described in Exanq>le 1 
J" above, ^lierehi die consensus sequence obtained is herein designated Based on the DNA47370 

consensus sequence, oligonudeotides were syntiiesized: 1} to identify by PGR a cDNA libraiy that contained 
g the sequence of interest, and 2) for use as probes to isolate a done of the fuD-kmgth codkg sequence for 
ii^O HW>8€2. 

Forward and reverse PGR primers were synthesized: 
Mw^PSjElaS 5'GGGATCATC«Te?rTGGCC^^ 

reverse PCRpTto^ 5'-OCAAGGCAGACXX:AGTCAGCCAa3' (SEQ ID NO:223) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from tiie consensus DNA47370 
25 sequence wiuch had tiiefoUowingnudec^ide sequel^ 
hybridization prp^ 

5'.CTt3CCTGCTACCCTCCAAGTGAGGC^^ 
(SEQIDNO:225) 

In Older to sCTeen several libraries for a source of a fuU-loigfli clone, DNA from the libraries was 
screened by PGR a mpHfic flti o n with one of die PGR primer pans identified above, Apositivelibrary was then 
used to isolate dones arodiog the PR0862 gene using tiie pr^ 

RNA for construction of the cDNA libraries was isolated from human pancreas tissue (LIB55). 

DNA sequencing of the dones isolated as described above gave die M-lcugth DNA sequence for 
PR0862 [hereindesignated as UNQ424 (DNA52187-1354)] (SEQID NO:220) andthederivcdpioteinsequenoe 
35 forPR086l 

The entire nudeotide sequcm^ of UNQ424 (DNA52187-1354) is shown hi Figure SO (SEQ ID 
NO;220). aoneUNQ424(DNA52187-1354)contamsasaigleq>^ 

initiation site at nudeotide positions 410-412 and emiing at the aop codon at nudeotide positions 848-^ 
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(FigureSO). Tlie predicted poljTpqxdde precursor is 146 amto ThcM-leaglhPR0862 
proteifl shown in Rgure SI has an estimaied molecular wdgjbt of about 16,430 daltons and a pi of about 5,05. 
Inqwrtant regions of 4e amino add sequence of PR0862 inchide flie signal pq>tide» an N-myristoylation site, 
and sequeiBses having similariQf to region to A^ba-ladalbumin/Iysozynie C proteins as shown in Figure 81, 
aaim UNQ424 (DNA52187-1354) has been deposited wUh fte ATCC and is assigned ATCC deposit no. 
5 209845. 
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KCAMPLE 37; Isolation of cDNA Qon^ Emoding Human PR0864 

A consensus sequence was obtaiiwdrdative to a variety of EST sequences as described 1 
above, whcirin the consensus sequence <*tained is h^ Based on the DNA406« 

consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library tfiat contained 
the sequence of interest, and 2) for use as pwAes to isolate a clone of the fuU-Iengfli coding sequence for 
PR0864. 

F6rward and revase PGR primers were synthesized: 
forward PGR nrin^er y-QCTGCAQCTGCAAATlXX^^ (SEQ ID NO:227) 
il5 reverse PGR Primer S'-TGGTGGGAGACTXHTTAAAITATCGC^ (SEQ ID NO:228) 

AdditionaUy, a synthetic oligonucleotide hyhrwiization probe was constructed &om tte consensus DNA40666 
sequence which had the following nucleotide sequoice 
I hvfaridizationpmhe 

I 5*-TGCTrcxnx::AAGTGcaKK^ 

HO (SEQIDNO:229) 

I In order to swen several libraries for a source of a fuU-laigth done, DNA fir<mflie hbraries was 

screened by PGR anvlificationwi& OIK! of die PGR primer pairs ident^ A positive library was then 
used to isolate dones encoding tfie PR0864 gene using the probe oli^ 

RNA for construction of tiie cDNA libraries was isolated ftom human fetal brain tissue 0JB153). 
25 DNA sequencing of &e dones isolated as described above gave the ftdl-leogfli DNA sequence for 

PR0864 piercrn designated as UNQ426 {DNA48328-1355)] (SEQ ID NO:225)aiidthe derivedprotehi seqi^ice 
forPR0864. 

The ^itire nucleotide sequence of UNQ426 (DNA48328-1355) h shown m Figure 82 (SEQ ID 
NO:225). aQrieUNQ426(DNA48328-1355)o<»itanis a single open 

initiation site at nucleotide positions 37-39 and ending at tiie stop codon at nucleotide positions 1090-1092 
(Figure82). Tlie predicted po^^JCptide precursor is 351 amino acids to^ The full-length PR0864 

protemshowninFigure83hasanestimatedmolecularwei^ Important 
regions of the amino acid sequence of PR0864 indude the signal pepti&s, two N-glycosylation sites, a Wnt-1 
femfly signature sequence, and sequence re^om homologous to Wnt-1 femily proteins as shown in Figure 83. 
35 Qone UNQ426 (DNA48328-1355) has been deposited with ATCC and is assigned ATOC deposit no. 209843. 

gXAMPLB 38: Isolation o f cDNA donesi Encndmp; TT iim ^ ™07P ? 

A consensus sequence was olrtained rdative to a varieQr of EST sequences as descri^ 
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above, wtoein die consensus sequence obtained is herein desipated DNA38105. Based on the DKA38106 
consensus sequence, olig pn udec^es were symhcsized: 1) to identify Iqr PCR a cDNA library that contauffid 
the seqam:e of interest, and 2) for use as probes to isolate a done of the fuU-lcngdi oodu^ sequence for 
PR0792, 

A pair of PGR primers (forward and reverse) were synthesizBd: 
5 forward PGR primer S'^GCG aha ArrrymTY-ATr^ATnrTYy^-^* (SEQ ID NO:232) 
ISmSLESitoS'^nriCroAGAC^ (SEQIDN0:233) 
Additionally, a synthetic oUgonudeoiide hybridization probe was constructed ficom the consensus DNA38106 
sequence which had the following nucleotide sequ^xce 
hybridization nmhe 

10 5'<:aCX:GTCTGACAGCGAGAAGGACGGCTGGATC^^ (SEQ id N0:234) 

^ In order to saeen several libraries for a source of a fiiH-Iengdi done. DNA from die libraries was 

^ screened by PCX an5>McatlQn Wiethe PGR primer pah: ideatt^ A positive lfl»ary was then used to 
J isolate clones encodmg the PR0792 gene ushigOw probe oligonude^ rNA 
^ for construction of the cDNA libraries w^ isolated from human bone manow tissue (LIB255}. 
1^15 DNA seqoencn« of die donra isolated as described above gave &e fon-lepgdi DNA sequence for 

J PR0792 Ihereindesignatedas UNQ431 (DNA56352.1358)J (SEQ ID NO:230) and&e derived protem sequence 
5 fbrPR0792. 

The aitire audeotide sequence of UNQ431 <PNA56352-1358) is shown in Fjgvire 84 (SEQ ID 
U NO:230). aoneUNQ431 (DNA56352.1358)containsasii«Ie(5>eaieadingframewith^ 
^20 initiatim site at nucleotide positions 67-69 and cndu^g at die s^ 

^ 84). Thepredictedpolypeptideprecursori8 293aniinoacidsIoi^;(Fifi^ The fuIl.le3^PR0792 protein 
8howninFigure85hasanestimatediitt>Iecularwei8Jitofabout32^ Analysis 
of the full-length PR0792 se^^iKre shown in Figure 85 (SEQ ID NO:231) evidences die preserK* of the 
foUowmg: a type n transmembrane tonam from about amino add 31 to about ammo add 54, poteitfial N- 
25 glycosylation sites from about aniino add 73 to about ammo add 76 a^ 

amino acid 162, a leucine zipj^r ammo add sequence pattern from about amino add 102 to about amino add 
123, potential N-myristolatioa sites from about anihK) add 
133 to about amino ^d 138 and from dxmt anrino add 242 to abou^ 
signature block from abomamuM) acid 264 to about amino add 287. Qow 
30 deposited with ATCC on May 6, 1998 and is assigned ATCX: deposit no. 209846, 

Analysis of flie ammo add sequence of the fulHoigdi PR0792 polypeptide suggests that it possesses 
significant sequeiMc shnilarity to the CD23 protein, thereby h^icatmg that PR0792 may be a novd CD23 
homolog. More spedficany, an analysis of die Dayhoff database (version 35.45 SwissPrcrt 35) evidem^d 
significant homdogy b^ween the PR0792 anmo acid sequence and die foUowing Dayhoff sequences. S34198. 
35 A07100J, A053Q3J, P^R41689, P^P82839. A10871 J, P_R12796, P^R47199, A46274 and P_R32188. 

E?CAMPLE 39 : boMan of cDNA aones Enoodmg TTim^n TOn «<« 

A consensus sequeicew^ obtained reMvc to a varieQr of EST sequftioes as de^ I 
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above, wherein the consensus sequence obtained is hmm designated DNA44708- Based on the DNA44708 
consensus sequence, oli^mudeotides were syn&csized: 1) to iteilify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a done of the full-lengfli coding seqiMnce for 
PR0866, 

PGR primers (forward and reverse) were synthesized: 
5 forward PGR lyrimer 1 5'-CAG<^rrrCkyAnnrtf?AAnAnryL^' (SEQ ID NO:237) 
forward PGR primer 2 S'-CAmACTrflTTAfY^Tnra.-^' (SEQ©NO:238) 
forward PGR primer 3 y^GOClcrrrarrrTrrTr^^ (SEQ ID NO:239) 

reverse PGR primer 1 5'-GCA(nrATrAGnGAC^ACnrrAnrnj\' (S^IDNO:240) 
reverse ?CR primer 2 S'-CCAGGGAfiAnnr AnATAH--^' (SEQ ID NO:241) 
10 reverse PGR primer 3 5'-OGGTr^rYyrrnTfyT^ (SEQIDNO:242) 

Additionally, a syntiietic oligonucleotide hybridization probe was constructed from flie consensus DNA44708 
^ sequence whidi had the following nucleotide sequence 
hybridization probe 

5 S'^IAGGOGGTKnGCrCGTTTGlXXXIACGTG^ (SEQ ID NO:243) 

fij 15 In order to screen several lilraries for a source of a fuI14«igdi done, DNA firam the libraries was 

screened by PCKan5>lification with one of the PGR primer pairs Identified A positive library was then 
. used to isolate dones encoding tibe PR0866 gene mmg the probe oligonucleotide and one of the PGR primers. 

M RNA for construction of the cDNA h^hraries was isolated from human fietal kidney tissue (LIB228). 
p DNA sequencipg of flie doi»s isolated as described above gave the fun-lragtii DNA sequence for 

1^20 PR0866 Iherdn designatedas UNQ435 (DNA53971-1359)1 (SEQID NO:235) and&e derivedprotein sequence 
^ forPR0866. 

The entire nucleotide sequence of UN<J435 (DNA5397M359) is stown in Figure 86 (SEQ ID 
NO:235). GloneUN(J435<PNA539714359)contain8asingleopmreadipgfiramewi& 
initiation site at nucleotide positions 275-277 and ending at the stop codon at nucleotide positions 1268-1270 

25 (Figure86), Thepredictedpolypq5tideprecursoris33I aniinoacidslofflg(F^ Thefull-lepgtiiPR0866 
protein shown in Figure 87 has an estimated molecular wei^ of about 35,844 daltons and a pi of abom 5.45. 
Analysis of die full-length PR0866 ^qionce shown in Figure 87 (SEQ ID NO:23Q evidaices die pr^ence of 
the foHowing: a signal pqrtide from about amino acid 1 to abo^ Qone UN(J435 (DNA53971- 

1359) has been deposited witii ATCG on Ajfffl 7, 1 998 and is assigned ATOG deposit no. 209750. 

30 Analysis of die amino acid sequence of the fiiU-Iengdi PR0866 polypq>tide suggests that it possesses 

significant sequence similariQr to die mindin/spoiKlin femily of proteins, dKxeby indicatipg diat PR0866 
be a novel mindin homolog. More specifically, an analysis of &e Dayhoff database (version 35.45 Swissltet 
35) evidenced significant homology between die PR0866 amino acid sequence and the followii^ DayhofiT 
sequences,AB(K)6085J. ABO0«»4J. AB006086J. AF017267J, CWU42213J. AG004160_1, 

35 GFMIGRPJ, S49108, A48569 and I4«87. 

EXAMPLE 40 : Isolation of cDNA Qones Etocnrfmp r nm^n^ PK W l 

A consensus sequence was obtained relative to a variety of EST sequeiK^es as descx^ 
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above» ^eieni ihe ccfnsensus sequence obtaii^ is herein designated DNA4Q324. Based oa the DNA40324 
consensus sequem:e, oligomicleotite were synthesized: 1) to ideodi^ by PGR a cDNA libraiy that contaiiffid 
the sequence of interest, and 2) for use as probes to isolate a done of the full-length coding sequence for 
PR087L 

PGR prhnrars (forward and reverse) were synOxssiicd: 
5 forward PGR nrimCT 1 5^-TtK:XK5AGAT(XTACTGGC^\nAflnG-3' {SEQIDNO:24Q 
forward PGR nrimer 2 5'-CGAGTTAGTCAGAGCATG-3^ (SEQ ID NO:247) 
forward PGR primer 3 y-CAGATGGTGCTGTTGCCG^3' (SEQ ID NO:248) 
reverse PGR primer 1 5'-GAACTX3GAAGAGGAACrGAGATGTGGATC-3' (SEQ ID NO:249) 
ISVS5t£CR£rmCTl5'<rFGGTT^ (SEQ ID NO:250) 

10 reverse PGR primer 3 S'-CCTCTCCGATTAAAArflT-^' (SEQ ID NO:251) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40324 
sequence whidi had die followi&ig nucleotide sequence 
hybridization probe 

5'-GAGAGGAGTCKnTCCC:ATGGCAAAT(K^^ (SEQ ID NO:252) 

1^ In Older to soieea several IS^aries for a source of a full-length done, DNA fiDom the libraries was 

screened by PGR anqjlificationwifli one of die PC:R primer pairs identic A positive library was then 

used to isolate dones encodii^ the PR087 1 gei» usii^ die probe oligonudeodde and one of the PGR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequeociQg of the clones isolated ^ d^cribed above gave the Adl-Ienglli DNA sequeiH:e for 
20 PR0871 [herein designated as UNQ438(DNA50919"1361)1 (SEQ ID NO:244) and t^ 

forPR087L 

Hie entire nucleotide sequence of UNQ438 (DNA50919-1361) is shown in Figure 88 (SEQ ID 
NO:244). GloneUNQ438(DNASQ9l9-1361}containsasingieopenreadii^firamewidia^ 
xoitiaticm site at nucleotide positions 191-193 and ending at the stop codon at nucleotide positions 1607-1609 
25 (Figure 88), Ihe predicted polypeptide preoursor is 472 amino acids tong figure Thefiill-lengthPR0871 
protem shown in Figure 89 has an estimated molecular weighs 

Analysis of die fuU-ki^ PR0871 sequence shown in Figuzie 89 (SEQ ID NO:245) evidences die pres«» of 
the foltowiog: a signal peptide firom about amino add 1 to about amino acid 21 , potential N-glycosylation sites 
finom about amino acid 109 to about amino acid 112 and from about amino add 201 to about aminn add 204, 

30 a cyck^hHin-type peptidy-prolyi ds-trans isometase signature sequence £com about amino add 49 to about amino 
add 66 and regions diat are homologous to cyclophilin-^pe pe^^dy-prolyl cls-trans isomerases fipom about arnim) 
add 96 to about amino ^dd 140, from about amino acid 49 to about amino acid 89 and frnfm yhn^it ^ftip 
22to about amino acid 51. aoneIJNQ438(DNA50919-1361)hasbeen^sitedwith ATCX:onM^6, 1»8 
and is assigned ATOC deposit no . 209848, 

35 Analysis of tiie amino add sequence of the foll4e^gdi FR0871 polypeptide sug^sts that it possesses 

significant sequence snnilarity to Ihe cyclophilin £unily of protems, thereby indicating that PR0871 may be a 
novel c^clophilin protein fimulymonber. Morespedficalfy. ananalysisoftheDasiioff database (version35.45 
SwissPtot 35) evidenced significant homology between the PR0871 amino add sequence and the following 



264 



Dayhofif sequences, SPBC16H5 J, S64705, YAL5_SCHP0, CYP4_CAEEL, CELC34D4_7, CYPA_.CAEEL. 
HUMORF006_1, CYPI_MYCTU, AF043642J andHSSRCYP^L 

E?CAMPLE 41 : feolatkm of cDNA Ckmes Encoding Riimmi PRpR7^ 

A ccmsensus sequeiK^e was obtained relative to a variety of ES^ 
above, ^nlierein ths consensus sequence obtained is herein designated DNA3962L Based oa the DKA39621 
consensus sequence, oligonucleotides were syntiiesized: 1} to identify by PGR a cDNA library that contaix^ 
fte sequence of interest« aiui 2) &r use as probes to isolate a clone of die fuU-length coding sequexioe for 
PR0873. 

A pair of PGR primers (forward and reverse) were synfliesized: 
forward PGR primer S'-AGGTGCCTGCAGGAGTnCTr^,^ (SEQ ID NO:255) 
reverse PGR vnmer 5'- CCXCCrTCAGGAAGCCGAAGATC^^V (SBQ ID NO:256) 
Additionally, a synthetic oligoaudeotide hybridization probe was constructed from die consensus DNA3962I 
sequence ^i^ch had the following nudeotkie sequence: 
hvbridizatioa probe 

5'-GAACGGTACAAGTGGCIXKXKnTCAGCGAGGACTG^^ (SEQ ID NO:257) 

In ortter to screea several libraries for a source of a full-length done, DNA fix)m die libraries was 
screened fay IK::Razi9>lificationwidi the KIR pdiner pair identiti^ A positive libraxy was thea used to 

isolate clones encodmg the PR0873 gene using the pn^oligonudeot^ RNA 
for constnsction of the cDNA libraries was isolated £romhunm fetal Uverti (LIB229). 

DNA sequencing of the clones isolated as desert above gave ftm fiiU-Ieqgtii DNA sequence for 
PR0873 [herein designated as UNQ440 (DNA4417M362)] 
forPR0873, 

The entire nucleotide sequaxce of UNQ440 (DNA44179-1362) is shown in Figure 90 (SEQ ID 
NO:253), Oone UNQ440 (DNA44179-1362) contains a sing^ open reading frame with an a^iparent translational 
initiation site at nucleotide positions 139-141 and erultng at fte stop codon at nucleotide positions 1774-1776 
OFigureM), Thepredk:tedpolypeptideprecursoris545aniinoaddsIang(Figu^ ThefiiU-IeE^gthPR0873 
protem shown in Figure 91 has an estimated molecular weight of about 58,934 daitons and a pl of about 9.4S. 
Analysis oftfaeM-leiigdiPR0873sequ»ice shown in Figure 91 (SEQ ID NO:2S4)ev^encestiie presence of 
the following features : a signal peptide from about amino add 1 to aboirt amino acid 29 ; a carboxylesterase type- 
B serine active site at abom aniino acid 3 12 to about amino acid 327; a carbojQ^ 

^ about aniino^nd 218 to about amino add 228; and du^ potential N-glya>sylation sites at about aniino arid 
318 to about amino add 321, about antino acid 380 to abomamhio add 383, and about amhio acid 463 to about 
amino add468. Oone UN(2440 (PNA44n9-1362) has be«i dqwsiled widi ATCC on May 6, i998andis 
assigned ATCC deposit no. 209851. 

Analysis of tiie ammo md sequence of die fiill-Ieagth PR0873 polypeptide suggests that it possesses 
signi&:ant sequeiKre similariQr to a human liver caiboxy lesterase, thereby jnHingtin^ i^ PR0873 may be a novel 
carboxylcstetase. More specificaUy. an analysis ofdieDayhoffdaiabase (version 35.^^ 
significant homology b^een die FROSTS ammo acki sequence and the following DzyhoS sequences: 
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ESIO^RAT. GEN12405, AB010633_1, EST4_RAT, A48809, SASB^ANAPL, RNU416e2J, RNU22952J, 
BAL^RAT, GEN13522. 



EXAMPLE 42 : Isolation of cDNA Cioneg Jg^ ^f} I ffW^ vncma 

AcoisensusseqiieiK^wasobtainedielaavetoav^^ I 
al)ove,;^erein the consenm sequence ol^^ Based on ihe DNA47442 

consensus sequ^ice, oligonucleotides were symhesi^ 1) Id idmify by PCR a cDNA library tibat contained 
&e sequence of interest, and 2) for use as probes to isolate a clone of the fiill-Iei^gth coding sequence for 
PRO940. 

A pair of PCR primm (forward and reverse) were syntb^ized: 
forward PGR Drima- S'-CAAAGOCTRrfyriYy^^ (SEQ ID NO:260) 
reverse PCR primer S'^TTCrTXKiAGCCCJiaAC^r^^ (SEQ ID NO:262) 

Additionally, a symbedc oligonucleotide bybridizationprobe was constructed torn die consensus DNA47442 
sequence which bad ^ following nucleotide sequence 
hybridization probe 

5'-GGACKnXKX:AC<XATTCAAATGGAGCACGAAG^ (SEQ ID NO:263) 

In order to screen several libraries for a source of a fiill-lei^ done, DNA ftom die libraries was 
screened by PQlampMcationwidi the PCR primer pdridentij^ A positive library was then used to 

isolate donescncodui^g the PRQSWgme using the probe oUgon^ RNA 
for constructicm of &e cDNA librari^ was isolated from human fetal liver tissue (LIB229) . 

DNA sequencing of die clones isolated as described above gave the foU-lengdi DNA sequence for 
PRO940 Bierdndesignatedas UN(i477 (DNA54002^1357)] (SEQ© NO:258) andthedetrvedprotemseqiKince 
forPRC»40. 

Tbe enthe nucleotide sequaice of UN(J477 a>NA54002-1367) is shown in Egure 92 (SEQ ID 
NO:258). CloneUNQ477(DNA54002-1367)containsasing]eqpenieadingfi^ 

inidation site at mKdeotide positicms 4648 and endixig at die stop codon at niK^tide positions 1678-16S0 
(Figure92). The predicted polypqrtide precursor is 544 amhK) acids long (Kg Thefoll-lengaiPRO940 
protein shown m Figure 93 has an estimated moleoilar wdg^ 
Analysis of die flm^ength PRQ940 sequence shown in 

die foUowii^ a signal pqftfide from about amino acid 1 to abcot amino aci^ 15, potential N-g!ycosylation sites 
from about amino acid 100 to about amino add 103, from about amino add 297 to about flTntnn add 300 and 
fix>m about aniiiK) add 306 to about amino acid 309 and an immunog^Iobuiin and major iusCocompatibili^ 
conqplex signature sequence block from about ammo add 365 to about amino add 371. Qone UN<J477 
(DNA54002-1367) has been deposited widi ATCC on April 7. 1998 and is assigned ATOC deposit no. 209754. 

Analysis of the acoino add sequence of die M-lei^ PRO940 polypq)tide svtggests diat it possesses 
significant sequence similarity to CD33 atrf the OB bhuiing protdn-2. More q?edfically, an analysis of flie 
Dayhoff database (version 35 .45 SwissProt 35) evidenced significant homology b^ween die PRO940 amino acid 
seqiCTce and die following Dajlioff secpences, CD33_HUMAN, HSU71382_1. HSD71383_I. D86359_l. 
PGBM_HUMAN. MAGS_MOUSB, D86983J. C22B_HOMAN, PJ«^01002 and HVU241 16_L 
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EXAMPLE 43 : Isolation of cDNA Clor »^ Fjwvltnp TTiimftt^ PttnOdl 

A conseitsus seqoence was obtaioAd idative to a vaiiely of EST scqaences as described in Exaixq>Ie 1 
above, wherein die consemusseqiKiiceobtaixied is h^eindes^ AnESTTseqaeocepropri^ary 
to Gensi^ was enqployed in the assembly and is herein designated DNA6415 (ngoie 96; SEQ ID NO:26S)* 
Based on the DNA3S941 consensus sequence, oligonucleotides were synihe^zed: 1} to idaxtif^ by FCR a cDNA 
5 library that contained the sequeice of intexest, and 2) for use as probes to 
sequence for PR094L 

A pair of PCR primers (forward ami reverse) were syndiesized: 
forward PGR primer S'-CITCACTOTCTCTGAATC^^ (SEQ ID NO:266) 

reverse VCR primer 5'-AA(n<3GTGGAA(3CCT(X:A(?rGT6<^3' (SEQ ID NO:267) 
10 AdditionaUy^ a synthetic oUgonudeotide l^bridizadon probe was constructed fma die consensus DNA3594i 
_ sequence which had the following nucleotide sequence 
hvbridization probe 

S'^XACTAOGGTATTAGAGCAAAACJITAAAAACXIATC^ 

Si 

p In order to screen several libraries for a source of a fiill-laigai clone, DNA team the libraries was 

ItjlS screened!^ PCR anq>lification with die PGR primer pair identified ai^^ A positive library was dten used to 
isolate cloiiesencodmg the PR0941 gene using die probe oligpmK:leotide^ RNA 
for construction of the cDNA libraries was sola^ from human ^al kidney tissue CLIB227) . 

DNA sequendng of die clones isolated as described above gave die foll-iength DNA sequence for 
PR()94 1 Oierein designated as UN(>(78 pi^39()6-1368}] (SEQ m NO:^^ 
^20 forPR0941. 

y The entire nucleotide sequence of UNQ478 (DNA53906-1368) is shown in Figure 94 (SEQ ID 

NO:263). aoneUN(>^78(DNAS3906-1368)containsasizigleop^xeadmg&amew^ 
initiation site at nucleotide positions 37-39 and ending at tibe stop codon at nucleotide positions 2353-2355 
(P^gure94). Ihe predicted polypeptide precursor is 772 amino ^Knds long ^i^^ Thefoll-l^igdiPR0941 

25 protein shown in Figure 95 has an estnnaled molecuiar weight of about 87,002 daltons and a pl of about 4.64, 
An^ysis of the full-kngdi PR094 1 sequence shown in Figure 95 (SEQ ID NO:264) evidences d» presm^ of 
die followii^ a signal pq>tide from about amino acid 1 to about amino add 21, potential N-giycosy lation dtes 
from about amino acid 57 to about amino add 60, ficom about ainino add 74 to abomamiiK) add 77, from about 
amino add 419 to about amino acid 422, &om about amino acid437 to about amim) acid 440, from about amino 

30 add 508 to about amino acid 51 1, tcom about amino acid 515 to about amino add 518, from about amino add 
5 1 6 to abom ammo acid 5 1 9 and irom about aniino add 534 to al^ 
repeated donnain signature sequences from about amino add 

add 244 to about anuno add 254. Qone UN(>(78(DNA53906*1368) has been dq>osited with ATCX: on Apri^ 
7, 1998 and is assigiKd ATCC deposit no. 209747. 
35 Analysis of d^ amdno add sequ^ice of the foU-Ieogth PR094I polypeptide suggests ihacllt possesses 

significant sequence similarily to a cadherin protein, dtereby indicadng tiiat PR0941 may be a novel cadherin 
protein family meniber. More specifically, an analysis of die Da^ff database (version 35.45 SwissProt 35) 
evidoiced ft^'gnifinant homology between die PR094 1 amino acid sequence and the foUowmg Dayhoff sequences, 
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150180. CADA_CHICK. 150178. GEN12782, CADC_^HUMAN. P_W25637, A38992, P^R49731. D38992and 
GQ2678. 



EXAMPLE 44: Isolatkm of cDNA Qones Encody npr Bfimi5m 

A consensus sequcDce was obtained rektfive to a var^ I 
5 above, wherda ttie consensus sequeiK^e obtaiMd is ^ A variely ofprpprietaiy 

Geoeotecb EST seqaenoes were easplayed in tbe assembly and are shown in Figiues 9^107. Based on the 
DNA47374 consensus sequence, oligonuclecrtides were synthesized: 1) to identify by PGR a cDNA library that 
contained the sequence of interest, and 2} for i]se as probes to isolate a do^ 
fi>rPR0944. 

10 A pair of PGR primocs (forward and reverse) were synthesized: 

forward PGR primer S'^GAGCGAGTT^TnryyA APnr-^' (SEQ ID NO:280) 
Q reverse PGR primer y^GrGTCACACQTACmrrrw^ (SEQ ID NO:281) 

^ Additionally, a synOietic oligonucleotide hybridization probe was constructed from (be consensus DNA47374 
sequence which had the following nucleotide sequence 

g 5'<nXK:AGCKnTGGGCITCATIXnX^ (SEQ ID NO:282) 

Im Ih order to saeen several libraries for a source of a foll*!eagdi clone, DNA from the hl>raries was 

^ screened ly PGR a mpl f f l c at io nwilfa the PGR primer pair identified ab^ A positive hlHary was flien used to 

Q isolate donesencodii« die PR0944 gene ush« die probe oligDnud RNA 

^20 for construction of dw cDNA libraries was isolated ftom hmnan fetal kidney tissue (LIB227}. 



M DNA sequencu^ of (he clones isolated as desaibed above gave flie ftOi-lenglh DNA sequence for 

PR0944{herdndesignatedasUNQ481 (DNA52185-1370)](SEQID NO:269) and the derived protem sequence 
forPR0944. 

25 The eitire nucleotide sequence of UN(2481 (DNA52185-1370) is shown m Figure 97 (SEQ ID 

NCh269), GtoneUN(J48i(DNA52185-I370)containsasingleopenreadi^ 

mitiation site at nucleotide positions 219-221 and endipg at die stop coAm at nucleotide positions 852-854 
{Figure97). Thepredictedpolypq)tidepre<airBoris211aniinoaddslong^^^ 'niefull-lcpgaiPR0944 
ptotm shown in Figure has an estimated molecular wei^ of about 22,744 daltons and a pi of about 8 ^ L 
30 Analysis of the fidl-leagth PR0944 sequence shown m Hgure 98 (SEQ ID NO:270) evidences dje prraence of 
die foUowu^g: a signal peptide firotn about ammo add 1 to ab<^ 

about amino add 82 to about amino acid 102, from about amino acKi 118 to about ammo add 142 and fiom 
about amino add 161 to about amino add 187, a potential N-glyoosylation site ftom about s^mirm add 72 to 
about amino acid 75, a sequence block having homology to PMP-22/EMP/MP20 family of proteins fiom about 
35 amino acid 70 to about amino add 111 and a sequence block havir^ homology to AB&2Qrpetrazisportsys^ 
integral inembraiie protein fiom abom ammo add 119 to about anm^ Glone UN(2481 (DNA52185- 

1370) has been dq)osiied with ATCC cm May 14, 1998 and is assigned ATCC deposit no. 209861. 
Analysis of die amino acid sequence of die fuU-kngdx PR<)944 pol^^ 

268 



significant sequence similarity to the CPE-R protein, thereby indicating that PR0944 may be a novel CPE-R 
homology More spedficaUy, an analysis of the Da^ff database (version 35.45 Swis^Ptot 35) evidenced 
signific a nt homology between the FRC^44 amino acid sequence and die foDowrog Dayhoff sequences, 
AB000713J, AB000714J. AF035814J, AF00Q959J, HSU89916J, EMP2^HUMAN, 105732, 
CELF53B3_6, PM22_MOUSE and CXrU49797_l. 

EXAMPLE 45 : Isolation of cDNA Qones RncQrinifi iT^iman PR0983 

A consensus sequence was obtaiml relative to a variety of EST sequences as described in Exan^ 1 
above, wherein (he consensus sequence ditained is herem H<;^tign?tM DNA47473. Various proprietary 
Genentecb EST sequences were en^loyed in the assendiiy, xtlierem 

110-116. Based on the DNA47473 consensus sequence, oligonucleotides were synthesized: 1) to identify by 
PGR a cDNA library diat contained the sequmse of interest, and 2) for use as i^bes to isolate adone of the 
fixU-l^^ coding sequence &>r PR0983. 

A pair of PGR primers (forward and reverse) were syndiesized: 
SQr9mdV£BjS!3mSL^*^ (SEQE)N0:»2) 
reverse PCR xsrmer 5*-AACCA<X!AGAr^JVAGA(y!nnorT (SEQ ID NO:293) 
Additionally, a synthetic oKgonuclecrtide hybridization probe was constricted from die consensus DNA47473 
sequence wtiicJi had die following nucleotide sequence 
hvbridization probe 

5'-CAGCGGAATCATCGATGCAGGGG<XTCAATTAATGTATC^^ (SEQ ID NO:294) 

In order to screen several libraries for a source of a fuU-kngdi done, DKA ftom the libraries was 
8creer»dbyPCRan5>lificationwiaitheP(XprmffirpairidentifiM A positive library was then used to 
isolate clones cncodmg die PRC>983 gene usi^g the piobe oligonucl^ K^A 
for constriction of the cDNA libraries was isolated fiom human bone marrow (EJB256). 

DNA sequenchig of die dmies isohited as described above gave die fuU-lengdi DNA sequence for 
PR0983 [herein designated as UNQ484 (DNA53977.1371)] (SEQID NO;283) andOiederivedprotehisequeiKe 
forPR0983. 

The entire nucleotide sequaice of UNQ484 (DNA53977-1371) is shown in Figure 108 (SEQ ID 
NO:283). Qone UN0484 (DNA53977-137 1 ^ coitfains a single open T^ing frame with am flpparimf fr flmlatirwaT 
initiation site at nudeotide positions 234-236 and aiding at die stop codon at nncleotide positions S^-9d5 
(Figure 108). The predicted polypeptide precursor is 243 amino ^ids long (I^gute 109). The ftill-Ieagfli 
PR0983 protein shown in Figure 109 has an estimated molecular weight of about 27,228 daltons and a pl of 
about 7,43. Analysis of die full-lengdi PR09S3 sequence shown in Figure 109 (SEQ ID NO:284) evidences the 
presence of die following features: a putative transmembrane dcnnain from about amino add 224 to about aminft 
acid 239; a potential N-glycosylation site ftom about amino ^ 

N-myristoylation sites from about amino acid 59 to about amino add 64, from about amino acid 64 to ab(Hit 
amino acid 69, and firom about amino acid 235 to abootaniiiK) add 240. Qone UN(2484 (DNA53977-1371) 
has been deposited wifliATCC on May 14, 1998 and is assigned ATCX: deposit no. 209862. 
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Analysis of die amino add sequeix^ of the fuU-lengdi FR0983 polypefdde suggests that it possesses 
significant seqi^nce similarity to fee vcsicle^associalcd protein, VAP-33, flierehy indicating that PR09S3 m^ 
beanovelvesicleassociatcdmembraj^protein. More spedfitally, an analysis of the Dayhoflf database (vereto 
35,45 SwissProt 35) evidenced significant homology b^weeiithePR0983 amino add sequence airi the following 
Dayhoff sequences: VP33_APLCA, CELP33D1 1^12, CELF42G2_2, 8506223, YDFC_SCHPO, CELF54H5J2, 
5 CELZC196.8, CEF57A10J, MSP3_GL0R0, CEC15H1 1_L 

EXAMPLE 46: IsoIatiDn of cDNA aones E ncndmfr Hun^ n PRO1057 

A consensus sequence was obtained relative to a vaii^ of EST sequences as descxi^ 1 
above, wheidn the consensm sequence obtanied is herein design^ Based on fee DNA49S08 

10 consensus sequence, oligonucleotides were synfeesized; 1) to identify by PCR a cDNA library feat contamed 
the sequence of interest, and 2} for use as probes to isolate a done of fee full-lengili coding sequence for 
PRO1057, 

PCR primers (forward and reverse) were synfeesized: 
forward PCR primer Aonaj^^ (SEQ ID NO:297) 

15 reverse PCR primer 5'-CATCQTrrrrrrrmA AT^ (SEQIDNO:29g) 

Additionally, a synfeetic oligonucleotide hybridizatimi probe was constructed from fee consensus DNA49808 
^qoence vfeich had the following nucleotide sequence 
hybridization orobe 

5**GAAGGGAGGCCTTCCTTTCAGT^^ (SEQ ID NO:299) 

50 In order to scrscn several libraries for a source of a foll-kipgfe clone, DNA from the libraries was 

screened by PCR anopMcatkm wife the PGR printer pair identified a^ Aposttivelibrary was then used to 
isolate dones encoding the PROI(157 gene usipg fee probe oligonucto RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue ^JB227). 

DNA sopjencing of the clones isolated as described above gave the fidl-lengfe DNA sequem:e foir 
15 PR01Q57 [h«em designated as JJNQSTl (DNA57253-1382)] (SEQ ID NO:295) and the derived protein 
sequence for PR01(J57. 

The entne nucleotide sequence of UNQ522 (DNA57253-1382) is shown in Rgure 117 (SEQ ID 
NO:295). CkmeUNQ522(DNA5'ra53-1382)contahisashigIeopenreadi^ 

initi^n site at nucleotide positions 275-277 and ending at fee stop codon niKileotide positi<Mis 1514-1516 
►0 (Figure 117). The predicted polypeptide precursor is 413 amino adds lo^ The fuU-lengfe 

1*01057 protein shown in Figure 1 18 has an estimated mofccular weight of about 47,070 daltons and a pi of 
about 9.92. Analysis of the full-lengfe PRO1057 sequence shown m Figure 118 (SEQ ID NO:296) cvideiices 
fee presence of fee following: a signal peptide from about amhu) acid 1 to about amino acid 16, potential N- 
gfarosylation sites ftxm about amino add 90 to about aminos 
5 add 1 13 and from about amhio add 193 to aibont amino add 196. a glycosaminoglycan fltfanhmpmt f^n^ 
abom amizio acid 236 to about amino add 239 aiKi a SCTne protease histi^^ 

amino add 165 to about amino add 170, Oone UNQ522 (DNA57253-1382) has beai deposited wife ATCC 
on I^y 14, 1998 and is assigi^ ATCC deposit no. 209867. 
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Analysis of the amiiK) acid sequence of the full-ltt(gth PROIQ57 polypq)tide suggests that it possesses 
significant sequence similarity to various protease proteins, thereby itytirflritig that PRO1057 be a novel 
protease. More spedficaDy, an analysis of the Dayhofif database (versim 35.45 SwissPrm 35) evidenced 
significant homology between &e PRO1057 amzno acid sequcMe and the following Dayhoff 
sequaices,TRYE_DROER. P_R14159, A69660, EBNl_raV, S65494, Geil2688, A51084_l. PJW9571, 
5 A57514 and AF003200J, 

EXAMPLE 47: Isolation of cDNA Qones E ncndm^ Hiimi ^ PR01Q71 

A consensus sequence was obtained relative to a variegr of EST sequences as described in Example 1 
above, wherein the consensus sequence obtaiiffid is herem designated DNA53035, Based on the DNA53Q3S 
10 consensus sequence, it was determined that that consensus sequence shared significant sequence identity with 
IntglBESTcloneno. 2872569, a done tfiatiqKm review Assuch, 
P toyte EST clone no. 28725® was purchased and its insert was obtamed and se^^ 
proper sequence. This sequence is herein designated UNQ528 or DNA58847-1383, 

DNA sequendi^ of the done isolated as described above gave the fun4ength DNA sequeiM» for 
^5 PROIQTI [herein designated as mQS2& (DNA58847.1383)] (SEQ ID NO:300) and the derived protem 
)B sequaice for PRO1071. 

The entire nucleotide sequence of UNQ528 <PNA58847-1383) is shown in Figure 119 {SEQ ID 
y, NO:300). C!oneUNQ528(DNA58848-1383)containsa8ii^qpenrea^ 

W initiation site at nucleotide positions 133-135 and ending at tite stop codon at imdeotide positions 1708-1710 
figure 119). Tte predicted polypeptide precursor is 525 amino acids The fiiD-Ieogth 

p PRO1071 protdn shown in Figure 120 has an estimated molecular wdght of about 58,416 daltons and a pi of 
ab<»it 6.62. Analysis of the full-length PRO107i sequence shown in Figure 120 (SEQ ID N0:301) evidences 
&e presence of the following: a s^jgial peptide from about amino acid 1 to about amino acid « pft f^ntii^i K, 
g^sylationsite fi»m about amino acid251 to about amiiK) acid254, a diroinbospondin-1 homology block ftom 
25 about amino add 385 to about aniino add 399 acKl von Wimiff^ 

amino acid 385 to about amino acid 399, from about amino add 445 to about amino acid 459 and from about 
amino add 42 to about amino add 56. Gone UNQ528 (DNA58847-1383) has been d^sited with ATCC on 
M^20, 1998 ami is assigned ATCX: deposit no. 209879. 

Analysis of ttie amino add sequerae of the full-length PRO1071 polypeptide suggests feat it possesses 

30 significant sequence sunilarity to the thrombospoiaiin protdn, thereby tnriirflttng that PRO1071 may be a novel 
thrombospondinhomolog. More specifically, an analysis oftheDayfaoff database (version 35.45 SwissProt35) 
evidenced significant homology between the ERO1071 amino add sequence and the following Dayhoff 
sequences, AB002364J, D67076J, BTPGINPGNJ. CET13H10J. CEF25H8_5, CEF53B6_2, CEC26C6_6. 
HSSEMGJ. CET21B6_4 and B1Y08561_1. 

35 

EXANffUB 48 : Isolation of cDNA aones Encodfnp; Hwn^fi PRO1072 

A consensus sequeiK» was obtained relative to a variety of EST sequences as described in 
above, wherdn die consensus sequence <*tained is hcrdn designated DNA53125. Based on die DNA53125 
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consensus sequence, oUgcmudeotides were synlbesized: 1) to identify by POt a d)NA libraiy that contained 
tbe sequoice of interest, and 2) for use as probes to isolate a clone of 0^ fu2i-!ength codiAg sequence for 
PRO1072, 

PCR primers (forward and revise) were synthesized: 
forward PGR primer 5'-OCAGGAAATGCTCrAGGAAnAflrr.-^' (SEQroNO:305) 
5 reverse PGR twimer S'-GCCTATGArAfrJVA ATTaAAfiAnTnfL-^' (SEQ ID NO:306) 

Additionally, a synthetic oligtnmcleotide l^liridization probe was constructed from the consensus DNAS3 125 
sequem^e which had the following nucleotide sequence 
hybridization probe 

5*-AAaK:A(KKiATeTTCCAGTXKX^ (SEQ ID NO:307) 

10 In order to screen several libraries for a source of a fuH-Ieogth doite, DNA from the libraries was 

screened by PCR an:q>lification with the PGR prioKsr pair id^^ A positive libraiy was then ijeed to 

isolate dones encoding the PR01(n2 gene ming die probe oHgpnudeotide^ RHA 
for construction of flie cDN A libraries was isolated from human ^al lux^ tissue (LIB26). 

DNA sequencing of the closes isolated as described above gave the full-leqgdt DNA sequence for 
15 PRO1072 (herein designated as UNQ529 (DNA58747-I384)1 (SEQ ID NO:3Q2) and the derived protein 
sequaice for PRO1072. 



The ttHnre nucleotide sequ^ice of UNQ529 (DNA58747-1384) is shown m Figure 121 (SEQ ID 
NO:3Q2). gpne UN0529 fl>NA58747-1384) contains ashig^ op^ readigg frame with an apparpait iramintiAnal 
initiation site at nucleotide positions 65-67 and eodiqg at the stop codon at nucleotide positions 1073-1075 
(Rgure 121). The predicted polypeptide precursor is 336 amino acids long (Figure 122). The foll-lengdi 
PRO 1072 pro^ shown in Figure 1^ has an esthnated molecular wei^ of about 3 6, 865 daltons ami a pi of 
about 9.15. Analysis of the full-length PROIO^ sequaice shown in Figure 122 (SEQ ID NO:3C0) evidences 
the presence of the following: a signal peptide fixmi atout annno acid 1 to about amino add 21 » short-chain 
alcohol dehydrogenase protein liomology blocks from about ammo acid 134 to about amiiK) acid 144. fiom about 
amino add 44 to about amino acid 56 and ftom about amino acid 239 to about mono add 248 and potential N- 
giycc^ylation sites from abom axnixK) add 212 to abom aniiiK^ 

amino acid242. Clone UNQ529 (DNA58747-1384) has been depcsited with ATCC on 1998aadis 
assigned ATCC deposit no. 209868, 

Analysis of the amino add sequm^e of die full-length PROI072 polypq>tide suggests diat it possesses 
significant sequence similari^ to the reductase fEonily of p^ dierebymdicatingtfaatFRO1072maybea 
novel reductase. More specificaUy, an anatysis of the Ds^iMff database (versi<m 35.45 Swis^ 
significant homology between the PRO1072 amino acid sequence and tbe following D^hoff sequences, 
P.WQ3198, P_W15759, P.R60800, MTV037_3. C3BC15H11 J. ATAC00234314. M1V022J3, SCU43704J, 
QXIR_STRAT AND CELO01G8J. 

EXAMPLE 49 : Isolation of cDNA aones ^coding Bxtm^ r, Pl?nifW^ 

A consensus sequence was obtainedielative to a vari^ofEST sequences as (tea^^ 1 
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above, wheieixi tlie consensus sequence obtained is herein designated DNA34363. Based on the DNA343ti3 
^quence» oligonucieotides were synthesiTPd: 1} to identify tiyPCR a cDNAlihraiy that contained the seq^ 
of intsest» and 2) for use as probes to isdate aclone of the full-length oodix^ sequence for PRO1075. 

PCR primers (forward and reverse) waie synthesized: 
forward PGR primer 5^TGAGAGGanXnatX;AAGTTG-3' (SEQ ID NO:312) 
5 forEard^^QCT5*-GTCAGCGATCAGTGAAAGC-3' (SEQIDN0313) 
forward PGR primer 5'-CCAGAATGAAGTAGCroGGC-3' (SEQE>NO:314) 
forward PC3t orim^ 5'4:CGACIt:AAAATCX:ATTGTC-3' (SEQIDNO:315) 
forward PGR primer S'-CAITKX3CAGGAATTGTCC-3' (SEQ ID N0:316) 
forward PGR primer 5'-GGTGCTATAGGOCAAGGQ-3' (SEQ ID NO:317) 
10 reverse PCR primer 5'-CrGTATCICrGGCCTATGICAGAG-y (SEQ ID NO:318) 
reverse PCR primer 3'-CTACATATAATGGCACATGTCAGCC-3' (SEQ ID NO:319) 
Additionally, a syndietic oUgomicleotide hybridization probe was constructed from the consensos DNA34363 
sequence which had the foOowing nucleotide sequence 
hybridization probe 

15 5*<X5TCTTCCrATCCrTACCCGACCIX^ dSBQ ID NO:320) 

-£ 

In order to screen several libraries for a source of a foH-loigdi done, DNA from the libraries was 
screenedby PGR an^lificatEon with the PGR primer pair identified above^ A positive library was then used to 
O isolate clones encodii^ the PRO1075 gene usxK^ die probe oljgonuc^ RNA 
; !^20 for constnictkm of the cDNA libraries wse isolated fiom human skm tumor tissue (UB324} * 
p DNA seqnendng of the cloim isdated as described above gave the full-lengdi DNA seqpience for 

PRO1075 Cherein designated as UNQ532 (DNAS7689-i3S5)] (SEQ ID NO:308) and the derived protein 
sequence for PRO107S. 

The entire nucleotide sequrace of UNQ532 (DNA576W-1385) is shown in Figure 124 (SEQ ID 
25 NO:308). aoneUNQ532(DNAS7689-U85)containsasiz^qpeoreadii^£:an^ 

initiation site at mudeotide positions 137-139 and ending at dte stop codon at nucleotide positions 1355-1357 
(Figure 124). The predicted poIypq[»tide precursor is 406 amino adds long (Bgure 125). The foll-leQgdi 
PROl 075 protein shown hi Figure 125 has an estimated molecular wdght of about 46,927 dahons and a pl of 
about5.2L Analysis of the fun'4engthFR01Q75 8equm:e shown m Figure 
30 die presence of the foUowing: a signal pqrtide&om about ammo acid 1 to about anono acid 29, an endoplasmic 
reticulum targetiog sequence from about ammo acM 403 to about amino acid 406, a tyrosine kinase 
phosphorylation site from about amfaio add 203 to abom 

to the thioredoxin family of proteins from about amino add 50 to about amino add 66. Clone UNQ532 
(DNA57689-1 385) has been deposited widi ATCC on May 14, 1998 and is assigned ATCC dQ)Osit no. 209869. 
35 Analysis of the amino add sequence of Oxe full-length PRO107S polypeptide suggrats that it possesses 

significant sequence smxilarity to protehi disulfide isomerase, thereby indicating that PR01Q75 m^ be a novel 
protehi disulfide isomerase. More specifically, an analysis of die Dayhoff database (version 35^45 SwissProt 
35) evidenced significant bcmK^logy between ^ FRO1075 amino acid sequoatce and die following Dayhoff 
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sequences, CELC30H7J2, CELC(KA6_3, CELF42G8J, S57942, ER72_CAEEL, CEL<:07A12_3, 
CEH06O01 j4 and P_R51®6. 

EXAMPLE 50 : boladoa of cDNA aones Encodir p ; HimMn l>ROl«l 

A cDNA ^uence isolated in the amylase screen described in Exan^^le 2 above was founds by BLAST 
and FastA sequence alignrnent, to have sequence homology to a nucleotide sequence encoding ^ comicfaon 
protein. This cDNA sequence is herein desigaatBdDNAl3242(Hgur^ Basedonihe 
sequence homology, oligonucleotide probes were generated fiom die seqi^nce of the DNA13242 nK>lecule and 
used to screen a human placenta (LIB89)libraiyprQ>ared as described in parage The 
doning vector was pRKSB ^RKSB is a precursor of pRKSD ftat does not contain the SSI site; see, Hohnes et 
al„ Scieace. 22:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

The oligonucleotide probes employed included: 
forward PGR primer S'-GTGCAGCAGAGTGGCTTACA-S' (SEQ D) NO:326) 
reverse PGR Primer 5'-ACTGGACX:AATTCTrCK3TXJ-3' (SEQ ID NO:327) 

5'-GATATTCTAGK:ATArK5TCAGAAGGAAGGATGK3^^ (SEQ ID NO:328) 

A full lepgth clone was identified Hm. contained a sipgle open reading teams widi an ^^>arent 
translational initiation site at nucteotide positions I4-16and ending atthestopcodonfoondatniKleotide positions 
446448 (Figure 128; SEQ ID NO:321). The predicted polypeptide precursor is 144 amino acids long, has a 
caicuIatednK>lecuIarweightofqipn)xnnateiy 16,$99dal^^ Analysis 
of die fuli4»^ PR0181 sequence shown in figure 129 ^EQ ID NO:322) evidences the presence of the 
foUowiz^: a signal pqjtide &om about amino acid 1 to about amino add a putative type II transmembrane 
domain fiom about aininoai^ 11 to abCHitarnxoo acid 31 and otter transmembrane domauns from about amino 
acid 57 to about ammo add 77 and from about amino add 123 to about amino acid 143. Qone UNQ155 
(DNA23330-I390) has been dq)ositedw^ATCConi^ril 14, 1998 and is assigned ATCC deposit ffi>. 209775. 

Analysis of the amino acid seqoeace of the fuU-Ieogdi PR0181 polypq[>dde sugg^ fbst it possesses 
signiOcant sequence similarity to the comicton protem, there^ mdlcatii^ diat FR0181 may be a novd 
comichon homolog. More specifically, an analysis of the Dayfaoff database (version 35.45 SwissProt 35) 
evidenced significantlu»nologybetweenfhePROI81 amino acid sequence and the foIk>wii^Da)iK>ffseqaeiK^ 
AF022811 J, C:iTQ9E8_3, S64058, YCSH^YEAST, YB60_YEAST, EBU89455J, SIU36383 J andPH137L 

EXAMPLE 51 : Isolation of cDNA aones Encoding Human PR0195 

A cDNA sequence was isolated in the amylase screen described in Exanq>le 2 above and is herem 
designated DNA13199 (Figure 134; SEQ ID NO:332), Tlw DNA13199 sequence was then conqpared to a 
varieQr of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) to 
idendfy easdng homologies. The honu)logy sean^ was performed usii% the conqniter program BIA^ 
BLAST2 (Altshul €t al., Mediods in Btgymoloev 266:460480 (1996)), Those comparisons resulting in a 
BLAST score of 70 (or in son^ cases 90) or greater that did not ^icode known pn^ins were clustered and 
assembled into consensus DNA sequences with the program ''phrap* (Phil CSreexu Universi^ of Washn^gcon, 
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Seattle, Wasbii^n; ht9://bozemaiLmbtwashingtoiLedu/pbiq).(^ Hie consensus sequence 

obtained therefrom is herein designated as DNA22778, 

Based on the DNA22778 sequence, oligonudeotide probes were generate 
placenta libraiy (IJB89) prepared as described in paragraift 1 of Exan^le 2 above. The cloning vector was 
pRKSB (pRK5& is a precursor of pRK5D that does not contain tt^ Sfil site; see, HolnKS et al.. Science. 
2^:1278-1280 (1991)), and thi& cDNA si23e cut was less than 2800 bp. 

PGR primers (forward and reverse) were synthesized: 
forward PGR nrimer 5'-ACAAGCTOAGCrGCTCTGACAG-3' (SEQ ID NO:333) 
reverse PGR mimer S^TGATTCTGGCAACX^AAGATGGC-^' (SEQ ID NO:334) 
Additionally, a syn&etic oligonucleotide hybridization probe was constructed from tte DNA22778 sequence 
which had the following nucleotide seqiuiice 
hybridization probe 

5'-ATGGCmXXXXXKU(KjTTCCKK^ (SEQ ID NO:335) 

In order to screen several iiteiries for a source of a full-Ienglh clone, DNA &om the libraries was 
screoied by PGR an9)lifu:ation with Ihe PGR primer pair ide^ A positive library was then used to 

isolate clones decoding die PR0195 g^ usitig the probe oligonucleotide and one of the PCX primers. 

A faH length clone was identified that contained a single open teadmg fiame wifii an ^parent 
traBsIational initiation site at nucleotide positions 70-72 and ending at ibe stop codon found at nucleotide positions 
1039-1041 (Figure 132; SEQ ID NO:330). The predicted polypeptide precursor is 323 amino ^^ids long, has 
a calculated molecular w^ght of sppsowasi^y 36»223 daltcms and an estnnated pl of appioximateiy 5.06, 
Analysis of the foll-Iaigdi PR0195 sequence shown hi Figure 132 (SEQ ID NO:330) evidences the presence of 
the foOowing: a signal pq>tide firom about amino acid 1 to abom 
about amino add 241 to about amh2o acU 260 and a iwtential N-^^ 

about amino add 93. Clone UNQ169(DNA26847-1395) has been dqposited wife ATCC on AprflM^ 
is assigned AIGC deposit no. 209772. 

Analysis of the ammo acid sequence of the fuU-length PR0I9S polypeptide suggests dsat it possesses 
no significant sequence similarity to any known protein. However»ananalysisof&eDa3^offdatabase(version 
35.45 SwissProt 35) evidenced some degree of homology between the FR0195 amino acid sequence and the 
foUowmg Dajliofr sequences. PJ>91380, AF035118J, HUMTROP(SJ, NUOD_SALTY and E7(K)02. 

EXAMPLE 52: Isolation of c DNA Clones En mrfrnfr p^mtati PPORfi^ 

A cDNA sequence isolated in dbe amylase screen described in Exanqxle 2 
DNA37642 (Figure 137. SEQ ID NO:338). The DNA37642 sequence was (hen conqiared to a variety of 
e?q»essed sequence tag (EST) databases whidi induded public EST databases (e.g.. GenBank) and a proprietary 
EST DNA database (UPESEQ™, Incyte Pharmaceuticals. Palo Alto. CA) to identify bomolo^es thereb^ween. 
The homology seanii was performed using die computer pro 

in Enzvmology 266 :460-480 f 1996)>. TluTse o(m^»arisons resuldx^ hi a BLAST score of 70 (or in some cases 

90) or greater that did not encode known proteins were dusteted and ass^nbled in^ 

with the program "phrq)* (Phil Qrmi, University of Washmgton. Sealfle. Washmgton; 
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http://bozeixmjubt.washiQgum.e(i^^ Tte oonsensus sequence obtained is herein 

designated DNA4861S. 

Based on fbe DNA4S615 oomenm sequence, probes weiie geoer^^ 
kidney (UB227) library prqwred as dcscnbed The clomng vector was 

pRK5B (pRB3B is a precursor of pRKSD Oiat does not oonialn liie Sffl sit^ see. Holmes et al„ Science. 
5 2^:1279-1280 (1991)), ami the cDNA size cut was less than 2800 bp. 
PCR primers (forward and revise) were synthesized: 
forward PGR nrin^r 1 y^AAGCTGCC^Arurrnr AATnjx^ (SEQ ID NO:339) 
forward PCR primer 2 S'^TTGCrrrCTrAATCr^.Aarnr^'x* (SEQ ID NO:340) 
forward PCR primer 3 S^AAAGGAnrrArTTTraArTCr-^' (SEQID NO:341) 
10 reverse PCR Primer 1 S'-AGAGATTTATrY^Af^TYyTfy^AAnTrn,^^ (SEQ ID NO:342) 
reverse PCR Primer 2 S'-IOTCCAGAAACAGGCACATATCAGC-S' (SEQ ID NO:343) 
M Ad ditiona ll y , a syndic oligonudeotkielqimdization^be was ccm^ 

sequence v^bich had die following nucleotide sequence 
^ liYWdizadonpw^be 

gl5 5'.A(3ACAGa3GCACAGAGGTGCrrcrCKX:A<3GTTAG (SEQ ID NO:344) 

C' order to screen several libraries for a source of a fiill-laigfli dmie, DNA fiom flie libraries was 

screened by PCR an^iMcadonwidi the IKIR primer pairs identified above. A positive library was dien used 
1^ to isolate clones encodii%d^PR0865 gene using d»pn>beoIigonudeod^ 

V?' A Ml lengdi clone was Tdfrnrified diat contained a sing^ opca reultng firame with an i^iparent 

^0 translational initiation site at niK:Ieodde positions 173-175 and endiqg at the stop codon found at nucleotide 
p positfens 1577-1579 (Figure 133; SEQ ID NO:336), The predicted polypeptide precursor is 468 amino adds 
long, has acalculatednwiecular weigjte of ^px)ximatefy 54,393 da 

5,63. Analysis of the ftdl-Iength PR0865 seqiwro shown in Figure 136 (SEQ ID NO:337) evidences the 
presence of die following: a signal p^ide from about amino acid 1 to about ammo add 23, potential N- 

25 glyoosjlaiion sites fiom about amino add 280 to aibout amhw arid 283 and ftom about ammo add 384 to about 
amino acid 387, a potential amidation site fiom about amino acid 94 to about amino acid 97, glycosanrinoglycan 
fltta r hm p nt sites fsam about amino Mad 20 to about amino add 23 and fiom abmit amitm actM tn Aivmt nmmn 
add 226, an aminotransfease dass-V pyridoxyl-^hcKphate amino add sequence block ftom about amino acid 
216 to abom amino acid 222 and an aniino acid sequence Uodc sunilar to ^ 

30 ftomaboutaminoacid338toaboutamuK>acid343. Clfl««UNQ434(DNA53974-1401) has been deposited widi 
ATCConAprilM, 1998 and is assigittd ATCC deposit iw. 209774. 

Analysis of die amino add sequence of the full-leogth PR0865 polypeptide suggests that it possesses 
no significam sequence sinularity to any known protein. However, an analysis oftheDaybofi database (version 
35.45 SwissPtot 35) evideioed sonK degree of homology between the PR0865 amino add sequence axKl (he 

35 foBowmg Dayhofif sequences. YMNO^YEAST, ATFCA4_43. S44168, PJW14549 and RABTCRCMJ. 

EXAMPLE 53: Isolation of cDNA nrme^ RnmriT ng Hnman PR0827 

A cDNA sequence isolated indie anaylase screai described to Exan5)le 2 above was found, by BLAST 
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and PastA seqiKocc alignmeat, to bave seqiMce iKMnoIogy to nucleotide sequences exKxxiiag various integrin 
proteins. This cDNA sequence is herein designated DNA47751 (see Hgure 140; SEQ ID NO-J47), Based on 
the sequence homology, probes were generated from the sequence of theDNA47751 molecule and used to saecn 
a human fi^ pigment q>idieKum hlnary (UB113) pre^^ 

llieclonii^ vector was pRK5B0)RK5B is a precursor of pKK^ see, HohMS 

5 et al.. gcienye, ^:1278-12ro (1991)), and the cDNA size cut was less than 2800 hp. 
PCR primers (forward and reverse) wwe synthesized: 
forward PCR nriin^ y.AC^^ArAaAr^^AnAnnArr^jx* (SEQ ID NO;348) 
revise PCR Primer 5'-CAGGTGCATATTX:ACAGCAGGATC.3' (SEQ ID NO:349) 
AddidonaUy, a synllietic oligonucleotide hybridization probe was constructed from consensus DNA47751 
10 sequoice ^ch had the following niKleotide sequence 

hybridization probe 

5'-GGAACrCmrrTCGTCACTCAC^ (SEQID 
15 NO:350) 

In order to screen several libraries for a source of a fuH-lengdi clone, DNA from the librarks was 
screened by PCKan^Ufication wife the POl primer pair identic A positive iibrazy was then used to 

isolate clones encoding the PR0827 gene ush^g the px)be oligomiclw 

A M lengOi clone was identified Oat contairbed a single open readiiig frame with an qiparent 
^20 translational initiation site at nucleotide positkms 134-136 and ending at die stop codon found at nucleotide 
positions506-508(Figurel38;SEQIDNO:345), llie predicted pol3i>eptide precursor is 124 amino aci^ 
has a calculated molecular wei^Jit of ^^aroximately 13,352 daltons and an estimated pi of qproxmmlely 5,99. 
Analysis of &e fidl-Iength PR0827 sequence shown inFigure 139 (SEQ ID NO:346) evidences the presence of 
&e foUowing: a signal pq>tide from about an±iD add 1 to aibau^ 
25 about amino add 70 to iOxnit amino acid 72. a potential N-glycosylation site from about ammo add 98 to about 
andno acid 101 and an int^ritt alpha diain proteinhonKJlogy 

acid81. a<MieUN<J468(DNA57039-1402) has been dqwsited with ATTC 1998 and is assigned 

ATtX dqjosit m). 209777. 

Analysis of tl» amino acid sequence of die fuU-Iepgth PR0827 polypeptide suggests that it possesses 
30 significant sequence similarity to the VLA-2 integrin protein and various other hitegrin proteins, tiiereby 
indicating that PR0827 may be a novdint^rin or splice variant ti^^ More specifically, an analysis of the 
D^hoff database (version 35.45 SwissProt 35) cvid«K»dsignificanthomology betweeaidiePRO240 amino add 
sequence and the following Dayhoff sequaoces, S44142, ITA2JEIUMAN, ITAI_RAT, ITAlJffUMAN, 
rrA4^HDMAN, ITA9.H0MAN. AF032108J, TTAM.MOUSE, rrA8_CHICX and 1TA6_CHI<3K. 

35 

EXAMPLE 54; feolalion of cDNTA pr mes Encoding Kirnip P^Ol I ^ 

A cDNA sequence isolated in tf» amylase screen described in Exan^le 2 was found, by the WD- 
BLAST2 seqiKnce alignment conpiter prpgranu to have certain sequoice kienti^ to oflttr known interferon 
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receptors. This cD^lA sequence is herein designated DNA48^ Based on the 

sequence itotity , probes were generated from Oie sequence of ihe DNA48466 molecule and used to screen a 
tamian breast caiconom library (IJB135) prqwred as described The 
doning vector was pRK5B (pRK5B is a precursor of pRK5^ 
ai.» Science, 253: 1278-1280 (1991)). and the cDNA size oH was less dian 2800 bp. 

The oUgonudeotide probes eo^loyed were as follows: 
forward PCR Primer 3'-AGGCrT0GCIX}CGACTAGACXn<^ (SEQ ID NO:354) 
reverse PGR primer 5'^J^aC¥rcTta€vrAAnn/^Tn^^ (SEq n> nO:355) 
hvbridizatkm probe 

S^TTTCTACGCATTOATrcCATXmTGCrcAC^^ (SEQ © NO:356) 

A &I1 leogth cloi^ was identifed that contained a single op^ reading frame with an appmsst 
translational initiation site at nucleotide positions 250-252. and a stop signal at mu^leotide positions 1 183-1 185 
(Rgurel41.SEQIDNO:351). The predicted polypeptide precursor is 311 amino acids long, has a raimigt^ 
molecular weight of ^roximatdy 35.076 dallons and an estimated pi of ^proximately 5,04. Analysis of the 
foU-length PROl 1 14 interfbijn receptor sequence shown in 

of the following: asigna} peptide from about amino add 1 to about ammo ^id29. a transmeanhrane dmnain 
from about amino add 230 to about amiiw add 255, potaitial N-glycosylation sites ftom about amino acid 40 
to about amhio add 43 and ficom about amiiK) acid 134 to alKrat an^ 
having honwiogy to tissue factor protems finom about amino add 5^ 

sequence block having honwlpgy to integrfai alpha cfaamprotdns fixm add232 to about amino add 

262. aoneUNQ557(PNA57033-1403)has been deposited wilbATCConMfi^ 1998 and is assigned ATOC 
dq)ositno. 2099QS« 

An analysis of ibe Dayhoff database (version 35.45 SwissPtot 35), ush« a WU-BLAST2 sequence 
alignmeitf analysis of die fuU-kngth sequence diown in Kguie 142 (SBQ ID NO:352), evidenoed sfenificant 
homology between the PROl 1 14 interferon recqHor amino add sequaice aiKithe following Da^ff sequences: 
G014I8, INR1_M0USE, P_R71035. INGSJIUMAN. A26595_l. A26593J, 156215 and TF.HUMAN. 



EXAMPLE 55: Isolatiop of cDNA Clo nes Encoding H irman P^rmrf 

A consensus sequence was obtained relative to a variety of EST sequences as described in Exan^^ 
alwve, ^lierdn the consensus sequence obtained is herdndesi^^ Based on the DNA30905 

consensus sequence, oUgonudeotides were syndwsized: 1) to identify by PGR a cDNA library that contaiiwd 
flie sequence of interest^ and 2) fornse » probes to isolate a clone of the fuU-leogfli codii^ sequeiwe for 
PR0237. 

PGR primers (forward and reverse) were synthesized: 
toSJ4PraBte5*-TCTOC^ (SEQIDN0359) 
reverse PCR primer S'-CAflfiTTfTOnA AnATC^AnA-mnji^ (SEQ ID NO;360) 
Additionally, a synthetic oUgonudeoticte hybridization probe was constructed from the consensus DNA309a5 
sequence which had the following nucleotide sequence 
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5'-GCCTCITKnt:AAC(nT^^ (SEQIDNO:361) 

In Older to screen several Hbraries for a source of a fiill-lengtfi clone, DNA from die libraries was 
saeenedbyPCRanq>lificatfon\;Md»PC3tiai^ A positive library was Aenusedto 

isolate clones encodii^tiiePRQ2J^ gene mingtihe probe oligo^ RNA 
for construction of the cDNA librarks was isolated from human fetal brain tissue (LIB153). 

DNA sequencing of (he dcmes isolated as described above gave flie fulI4eaglh DNA segoence for 
PR0237 Iheteiadesignaledas UNQ211 (DNA34353.1428)3 (SEQID NO:357) andthederivedprotemsequence 
forPR0237. 

The entire nucleotide sequence of UNQ2U (DNA34353-1428) is ^wn in Figure 144 (SEQ ID 
NO:357). Clone UNQ2n(DNA34353-l428)coniainsasii^<5)^ 

initiation site at nucleotide positions 586-588 and ending at the stop codon atnncleotide positions 1570-1572 
(Figure 144), The predated polypq>tide precursor is 328 amino acids long (Ftguie 145). The foli-lcngth 
PRQ237 protein sihown in Rgure 145 has an estimated molecular wej^ of about 36,238 daltons and a pi of 
about 9.90. Analysis of tte full-length VROm sequence shown in Figure 145 (SEQ ID NO:358) evidence the 
presence of the following: a s%nal pq>tide from about aniino acid 1 to about amino ^ 
fyl5 domain from about amino add 177 to about amino acid 199, potaitM 

add 118 to about amino add 121, from about aniino add 170 to alxnit anuno add 173 and from about am^ 
acid 260 to abom amino add 263 and ewkaiyctio-^ carbon^ 
amino add 222 to about amino add 270, from about amino i»id 128 to abom am^ 
amino add 45 to about amim add 92, aoneUN(2211 PNA34353-1428) has been deposited waiAIXX:<m 
0i May 12, 1998 and is assigned ATCC deposit no. 209855. 

Analysis of the amino acid sequence of the fiiU-Icngth FRQ237 polypqrtide suggests ftat it possesses 
significant sequence similariQr to the carbonic anhydraseprcrtein. Moie specifically, an analysis of the Dajiioflf 
database (version35.45 Swissltot35) evidencedsigoificamhomology between the PRQ237 amino acid sequence 
and the following Dayhofif sequeoces, AF050106_1, OACIALPJ, CELD1022^8, CAH2_HUMAN, ICAC. 
25 CAH5_HUMAN, CAHP_HUMAN. CAH3,HUMAN, CAH1_HUMAN and 2CAB. 
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EXAMPLE 56: Isolation of cDNA Qones Encn^mff pp^^^n PF<^M^ 

A consensus sequence was <**ained relative to a variety of EST sequeiK^ 
above, wherein die consensus sequence obtained is herein designated DNA42259. Based on the DNA42259 
30 consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
die sequence of interest, az^ 2) for use as probes to isolate a done of the fuH-length codmg sequence for 
PR054L 

PGR primers (forward and reverse) were synthesized: 
jS2m2J4£QLEn:^5'-GGACAGAAT^^ (SEQ ID NO:364) 

35 figwaid PCR pmaa 5'<X:AA(SAGTATA(TOlXXrrCa3' (SEQ ID NO:365) 

ISS^SLSCR^^y-AQCACAGATrrr^^ {SEQIDNO:366) 

reverse PCR prim^ 5'-AACCA(nXXAGCATGTACrCKrrG(>3' (SEQ ID NO:367) 

Additionally, a synthetic oligpmttleotide hybridization probe was constructed fiom die conseosie DNA42259 
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8eqiKiH:e which had die following xmcleottde sequence 
hybridization probe 

S'-CCATTCAGGTGTTCTGGOOC^ (SEQ ID NO:368) 

III order to screen several Ubiaries for a source of a M-Ieogth done^ DNA from the libraries was 

8Cieenedbyiaiari5)2ificatioawithoaeofteIOlpriinerp^ A positive library was then 

5 used to isolate cionesmx}dxz^aiePROS41 geme wimg the jtrnhft nitgftn^f^^iyitfdr and me of ftie PCR primere, 

RNA for construction of the cDNA blsraries w^ isolated 

DNA seqoaiciQg of d^ dories isolated as described above gave tte foU^^epgih DNA sequence for 

PRQ541 Pierdndesignatedas UNQ342 (DNA45417-1432)] (SEQIDNO*36e2)anddiederivedprotein&eqiMnce 

forPR054L 

10 The entire nucleotide sequence of UNQ342 ff>NA45417.1432) is showa in Figure 146 (SEQ ID 

NO:362). Qom UN0342 (DNA454 17-1432) contains a single open reading firame vAOi an sppAr^t tramlfttT<mal 
initiatioiL site at nucleotide positions 469471 and emling at the ^ codon at nucleotide positions 1969-1971 
(Rgure 146). The predicted polypejrtide precursor is 500 amino acids long (Figure 147), The fan-length 
FR0541 protdn shown in Figure 147 has an estimated molecular weight of about 56,888 daltons and a pi of 
15 about 8.53. Analysis of die M-length PR0S41 sequence shown in Figure 147 (SEQ ID NO:363) evidecces fte 
presence of ^ following: a signal pqjtide from about amino add 1 to about ammo add 20» flnrinn add sequence 
blocks having homology to extracelltdar proteins SCP/T^-l/Ag5/PR-l/Sc7 firam about amino acid 165 to about 
ammo add 186, from about ainino add 196 to about amuK) a^ 
add 146, ficom about amino add 96 to about amino addict and fnmiaib^ 
20 77 and a potentid N-^tycosylation site fixjm abom amnm ^ aoneUNQ342 
PNA45417.1432) has beoi deposited with ATOC on May 27, 1998 and is assigned ATCC deposit no. 209910. 

Andysisof the ancdnojK^id sequence of the &l^laigthPR0541 polypqrtide sug^sts that it possesses 
si gnific an t sequence simHarity to a trypsin idubitor protein, thereby indicadi^ diat FR0541 may be a novd 
trypsin inhibitor. More specifically, ananalysisof flieDayhoffdatabase(vctsion35.45SwissFtot35)evideiK:ed 
significant honnlogy b^e^ the PR0541 ammo add sequence and die following Dayhoff sequences, 
D45027J, AB0a9609J, JC5308. CRS3JHORSE, TOCl JIUMAN, HmjO^HELHO, GEN1435 1, A281 12J, 
CETO5A10_4 aiKlP_.W11485. 

EXAMPLE 57: IsolatiOD of cDNA Qones EncndmfrTTnniiiT ^ RR027? 

A consensus sequence was obtamed relative to a varieQr of EST sequences as described in 
above, wfaerdn the consensus sequence obtaked is herein designated DNA36465. Based on £he DNA3646S 
consensus sequaoce, oligonucleotides w»e synthesized: 1) to identify by PCR a cDNA library fiiat contained 
the sequeiK» of nil^est, and 2) for use as probes to isolate a done of die full-lengdi coding sequetK» for 
PRQ273. 

A pair of PCR primers (forward and reverse) were syndiesized: 
forward PCR primer ^'-CJ^arGcrHrrf-rrr^ArnrrH^^ (SEQ ID NO;37i) 
rsversePCEj^ffiE5*-TCCCAACrGGTTT^ (SEQ ID NO:372) 

Additionally, a syndietic oligonucleoticte hybridization irobe was constructed from tte consensus DNA36465 
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seqtunoe which had the foUowiog nudeotKle sequence 
hybridization probe 

5'-CTC0GGTCAGCATGAGGCKXnXK^ (SEQ ID N0373) 

In order to screea several libraries for a source of a M-Ifingth done, DNA ftom the libraries was 
soeened by PC3taii:q>lifu»Uon with the PCR inline A positive library was diea used to 

5 isolate doneseooodii^ the PR0273geMusix^flie probe olig(^^ RNA 
forcoDStniction of the cDNA librarfes was isolafed from himwn ffpi\ Iri^nfy tisgq^^ 

DNA seq ue n ci ng of the clones isolated as described above gave the fuU-Iengdi DNA sequexsce^for 
PRQ273 [herda designated as UNQ240(DNA39523-1 192)] (SEQ ID NO:3e9) and the derivedpioteia sequence 
10 forPR0273. 

The enth» nudeotide sequence of UNQ240 (DNA39523-1192) is shown hi Figure 148 ^SEQ ID 
P NO:369). CteneDNQ?M0(DNA39523-1192)cantahisasingteopenreadi^ 

^ mitiation site at nucleotiek positions 167-169 and ending at tfie stop codon at nucleotide positions 500-502 

^4 (Figure 148), Hie predicted polypeptide precursor is 111 amino adds long (Figure 149), Oas^ JJNQ2A0 

^5 (DNA395234192) has been dqwshedwiflitteATCC. E is midecstood that the deposited done contams the 

g actual sequmjeaiKi that the sequences prxjvidedherenx are merely r^j^^ 

techniffl ft s. Moreover, givea the sequences provided herekazKl]ax)\4edge of the u^ 
corresponding nucleotides for any given amino add can be routinely i<<<>nrifwi and vice versa. 

w Analysis of die amino add sequence of the full-l^igh PR0273 pdypepddc suggests fliat portions of 

it possess sequence identity widi human macrophage hiflammatory protdn-2, cytokiiw-induced neutrophil 

p chemoattractant 2, and neuttophil chemtrtactic fi£tt:tor 2-beta. flterehy indicating that PR0273 is a novd 

^ chemokine. 

As discussed further bdow, the cDNA was subcloned into a baculovirus vector and e^qjtessed in insect 
ceUsasaC-termmallytag^IgGfusionprotehL N-termmal sequencing of die resultant protein identified the 
25 signal sequence deavage site. yieldn« a mature polypeptide of T7ainu^ The mature sequeirce, showing 
31-40% identity to odier human CXC chemokines, nK:ludes the four caiMjnical cystdne residues but 1^±5 tl» 
ELRmotif. Nordieniaiialysisdenaonstrates&spressionatleastindiesmaUn^ 
andlddney. By ui situ lybridization, also described in detail bdow, mi^ 
of intestinal villi and to renal tubules. 

30 

EXAMPLE 58: bolation of cDNA aonea ^ncnHinp Wiim^ti PPmni 

A consensus sequence was obtamed relative to a variety of EST sequences as described in Exan5>lc 1 
above, wherdn the consensus sequence obtained is herein designated DNA39848. Based on the DNA39848 
consensus sequence, oligonudeotides were synthesized; 1) to identify by PGR a cDNA library that contahied 
35 the sequence of mterest, and 2) for use as probes to isolate a done of die ftU-teiglh codipg sequence for 
PRO701. 

A pair of PGR primers (forward and reverse) were synthesized: 
forward PGR nrimer S'^GGt^GCTAmGA A AfY^TTATfYyrn,^' (SEQ ID NO:376) 
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teverse PGR primer y^AACCCCCGAGCCAAAAnATacTTr Arj^* (SEQE)NO:377) 

Addifionally » a symiiedc oligonucleotide hybridization probe vm constructed fiom die conseDsos DNA39848 

sequence ixducfa had llie followi^g mide^ 

hvhridizatioa probe 

S'^n^AOXKSTGACXIAGGCAGCAAAAGGCAAC^^ (SEQ ID NO:378). 

S In order to screen several libraries for a source of a fuQ-leogdi done* DNA 6x>m &e libraries was 

screened by PGR aii^Iiflcation with ttelKZRpdmer A podtive library was then used to 

isolate dones encoding die PRO70i gene usiz^ the probe oUgonudec^ and RNA 
for construction of the cDNA libraries was isolated from human fetal lodney tissue (LIB227}. 

DNA sequeiurmg of die clones isolated as described above gave die fiill-Ier^ DNA seqaeoce for 
10 PRO701 Dierein draigoated as UNQ365 (DNA44205-1285)] {SEQ ID NO:374) and the derivedprotein sequence 
forPRO701. 

The entire mideotide seqaem* of UNQ365 (DNA442Q5-1285) is shown in Figure 150 (SEQ ID 
NO:374). aoneUNQ365(DNA44205-1285)containsash^^(5)enreadiiigfranie^^ 
initiadon site at nucleotide positions ^52 and ending at die stop codon at nudeodde positions 2498-3000 
(Figure 150). The predicted polypeptide precursor Is 816 amnio acids long (Figure 151)* The fon-kngdi 
PRO701 pn^ein shown in F%ure 151 has an estimated molecular wd£^ of about 91 ,794 daltons, a pi of about 
5.88andNX(S/I7benig4. Qone UN<P65(DNA44205-1285) has been (^posited Wiethe ATCX: on 
31,1998. Bis understood that tiie done was the correct and actual sequence, 
herein are representath^ based on seqi^nc^g tedmiques. 

StiO reganling the amino acid sequence shown in Figure 151» there 
site at ab(»it amino add 25. Theie are potential N-gfycosylationdtes at about amino ac^ 
and 803. The cartw^griesterascs type-B signature 2 sequence is at about residues 125 to 135. Regans 
homologous with carboxylesterase ^pe-B are also at about residues 54-74. 197-212 and 221-261 . A potential 
t ransmemh rane r^gjon corresponds approximately to amino acids 671 tooogfr about 700. The corresponding 
mideic adds can be routindy determined fiom the sequences provided herein. 

Analysis of the amino acid sequence of the fuU-let^ FRO701 polypeptide suggests &at it possess 
significant homology to tbc i^^uroligins from rattus iu)rvegicus inrfif^ring (hat PRO70 1 may be a novd human 
neuroligin. 

EXAMPLE 59: Isolation of cDNA dnn^ Rnmrimy^ ffimiftn Pgmni 

A consensu sequence was obtaixied relative to a variety of EST sequences as desc^^ 
above» wherein the consensus sequence obtained is herein d^igoated DNA43Q33* Based on tiic DNA43033 
amsensus sequence, oligonucleotides were syndiesized: I) to identify by PGR a cDNA library that contamcd 
ti» sequence of interest, and 2) for use as probes to isolale a done of tiie fuli-lenglh coding sequence for 
PRO704. 

A pair of PGR primers (forward and reveisc) were syuJhedzed: 
to^dPS.Em5'<:ClTGGGT^ (SEQ ID NO:381); 

reverse PGR orinffir 5'4:ACTCTfyAOrkrrr^ (SEQIDNO:382). 
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AdditionaUy, a syiUhedc oIigomideoti& hybridization {robe was constructed from &e DNA43Q33 conseasos 
sequence which had tiie following nucleotide sequence: 
hybridization probe 

5*-GTCAAA0GrrCX}AGTACTTGAAA (SEQ E) NO:383). 

In Older to soeea several libraries for a source of a M-lengdti clone, DNA from tl^ libraries was 
5 screened by PGR amplificatinn with die PGR primer pair ictentified above, A positive lihiary was ttei used to 
isolate clones flooding ttePR(T704 gene using the probe oligonu^ RNA 
for construction of the cDNA libraries was isolated firom human fetal kidney tissue (LIB227). 

DNA sequendng of the clones Elated as described above gave the foil-length DNA sequence for 
PRO704|hetemdesignatedasUNQ368(DNA5()91W28^^^ 
10 forPRO704. 

The entire nucleotide sequence of UNQ368 (PNA5Q9I1-1288) is shown m Figure 152 (SEQ ID 
Q NO:379). aoneUNQ368CDNA^lI-1288)cQntamsasing}eopenreadfaig&amewi& 

initiationsiteatnucleotidepositions8-10ande33duigatthestopcodQ^ 1052*1054 (Hgure 

vj 152). The predicted polyp^de precursor is 348 amino adds loi^ (JPi&m 153). The foO-Ieogth PRO704 
15 protein shown in Bgure 153 has an estimated molecular weight of about 39,711 and a pi of about S.7. Clone 
UNQ368 (DNA50911-1288) has been deposited with &e ATCC on March 31, 1998. Regarding the sequence, 
it is understood diat the deposited done contains the correa seqt^nce« and d^ sequem:es provided herein are 
based on known sequ^idng techniques. 

Analysis of the anuno add sequence of the foil-length PRb704 pofypepdde suggests that portions of 
p20 it possess s ignificant homology to the vesicular integral membrane protehi 36, tteeby inHirjafrng tbat PRO704 
p may be a novel vesicular integral membrane protein. 
^ StiUanalyzmgfoeaoiiix>addsequeiK)eofSEQIDNO:3%.foeput^ 

adds 1-39 of SEQ ID NO:380, The transmanbrane dmnaitt is at amim> adds 310-335 of SEQ ID NO:380. 
A potential N-glyo^Iation site is at about amino adds 180-183 of SEQ ID NQ:380. Ihe corresponding 
25 nucleotides can be routiiiefydetermmedg^eoti^ sequences provided 

EKAMFIM 60 : bolation of cDNA Qones Encoding Human PRO706 

A consensus sequence was otoined relative to a varie^r of EST sequences as described in Exanqile 1 
above, ^lierdn the consensus sequence obtamed is herein designated DNA40669. Based on the DNA406® 
30 consensus sequence, oligonudeotides were synthesized: 1) to identify by PCR a cDNA library foat contained 
the sequm^e of interest, and 2) for use as probes to isolate a done of the foll-l^igdi coding sequence for 
PRO706. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR orimer 5'-€CAAt^AGrriTAflAfl(riYr-AnArr^^ (SEQ ID NO:386) 
35 reverse PCR Primer 5^TTCCCTATGCrCTaTATrGGCATGG-3' (SEQ ID NO:387) 

Additionally, a symhetic oligonucleotide hybridization probe was constructed foom die consensus DNA40669 
sequence Vriiich had the following nucleotide sequence 
hybridization nrobe 
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5'-GCCACTKnm::ACAATGTCAGC^^ (SEQ ID NO:388) 

In order to screen several libraries for a source of a full-leng(h claDe» DNA from tlie libraiies was 
screened by PGR anqjUfeation with the PCRprin^ Apositivelihrary was them used to 

isol^doiies encoding ^FRO706gei£ush^ die probe oligomic^ JtNA 
for construcdon of die cDNA librariea was isolated ftttm hnman fetal hram rijtqm (T TRt ^^), 
5 DNA sequencing of die clones isolated as described above gave die full-leogdi DNA seqiKxioe for 

PRO706 Diereindesigoaled as UNQ370 PNA48329-1290)] (SEQ m NO-J 

for PRO706. It is understood diat die deposited clone contains die actual sequence, and diat the sequences 
provided herein are representative based on current sequencing techniques. 

The entire nucleodde sequence of UNQ370 (DNA48329-I290) is shown hi Rgure 154 (SEQ ID 
10 N0384). aot»UNQ370(DNA4S329-I290)cQntahisasb^openreadn«&axnewithanap 

initiation site at nudec^ide positions 279-281 and eiKling at tiie stop codon at nucleotide pc^itums 1719-1721 
B (I^gure 154). The predicted polyp^tide precursor is 480 amino adds long (Figure 155). The full-lengfii 
^ PRO706 protein shown in Hgure 155 has an estimated noolecularw^^ of about 55,239 daltoiis and a pi of 
^ about 9.30, Qone UNQ370 PNA48329-I290) has been deposited widi die ATCC on AprH 21, 1998. 
fnjlS StiUr^anSingtheaniimaddsequeiiceshowninFigm 

^ site at about ammo add 19. There are potential N-glycosyladon sites at ab(Hit amino acid positions 305 and 354. 
There is a potential Qrrosineldnasepliosphoiyladon site at ab^ A region homologous 

with hisddine add phosphatase is at about residoes 87-102. The corresponding nuclek add i^gions can be 
loutmely detennined given die provided sequences, i,e,, die codons can be detramioed firom the specifically 

\j\20 named amino acids given. 

P Analysis ofdie amino add sequence of die fun4es^PRO706polypqy^ 

It possess significant homology to die hnman prostatic add phosphatase precursor diereby inrfiVatff^ diat 
PRO706 may be a novd human prostatic add phoqihatase. 

25 EXAMPLE 61 : Isolation of d^NA Ooties Encndh^^ H»mfln PROTn? 

A consensus sequence was obtahied relative to a vaiie^ of EST sequel^ as desert 1 

above, ^dierdn die consensus sequaice d>tamed is herein designated DNA42775. B^ed on DNA42775, 

oligomtdeoddesweresyndiesized: 1) to identify by IHZR a cDIM. library diat coitfained die sequence 

and 2) for use as probes to isolate a dot^ of die fu]14eiigdi codmg sequence for PRO707. 
30 Apairof PGR primers (forward aiKirevme) were syndiesized: 

forward PCR primer S^TOCGTTTCTrymA Arnnrn^ (SEQIDNO:391); 

rev«sePSRj|^5'-CrCGGGCGCATroT^ (SEQIDNO:392). 

Additionally, a syndietic oligonudeotide hytnddizadon probe was constructed fiom die DNA42775 sequesice 

which had the followiiig nucleotide sequence: 

35 hYhri<ti7J^Hfvn jirnh^ 

5'-a:GACTGTGAAAGAGAACGa:CCAGAT«lAC^ (SEQ ID NO:393). 

In order to screen several lilvaries for a source of a &114aigdi done, DNA fiom die libraiies was 
screened by POlan^hficationwidi die PGR prhaer pair identified abov^ A positive Ifciaiy was dieaiBed to 
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isobte clones eiKX)dingtiK 1^0707 gene usip^ 

for construction of the cDNA Hbraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of die clones isolated as described above gave die fiill-length DNA sequence for 
PRO707pieteindesignatcda8 UNQ371 (DNA48306-1291^^ 
for PRO707. 

5 The entire nucleotide sequence of UNQ371 (DNA48306-1291) is shown in Figure 156 (SEQ ID 

NO:389).aoneUNQ371(DNA48306-l291)containsasing^ 

initiation site at nucleotide positions 371-373 and cndii^g at fee stop codon at mffileotide positions 3119-3121 of 
SEQIDNO:389. The predicted po^^pqrtide precursor is 916 amino adds long (Rgure ThefuU^en^ 
PR07D7 protein shown in Rgure 157 has an estimated mo^ 
10 about 4.92. Qone UNQ371 (DNA48306-1291) has been deposited with ATCC on May 27, 1998. It is 
understood diat die clone UNQ371 windi is deposited is diat which ^icodes PRO707, and tiiat die sequences 
herein are merety rqttesenlations based on known sequaicing tedmique^ 

E^ardiog analysis of die amino add sequence, die signal sequence 
30ofSEQIDNO:390. CadherinsextraceHular repeated domain signature sequa^ 
fl5 131. 230-240, 335-345, 440450. and 550-560 of SEQ ID NO:390. Tyrosine kinase phosphoiylatiott sites are 
ataboutaminoaddsl24-132and58O-586ofSEQIDNO:390, A potential transmembrane domain is at about 
andno acids 682-715 ±5. TTw imcleic add positions can be derived by lefcmng to d» 
for die named amino add. 

Analysis of die amino add sequence of the fuH-length PRO707 polypeptide suggests diat portions of 
it possess significam homology to die cadherinITO3 protein, ejqffessedinhmna^ 
tibat PRO707 may be a novel cadherin. 



EXAMPI^ ei: Isolation of cDNA Cloneg Rn^^ ^ g Human PR0322 

A consensus sequence was obtaimd relative to a varied of EST sequences as desci^^ 
above, \iiierein die consensus sequence obtained is herein designated DNA48336, Based on the DNA48336 
consensus sequence, oligomideotides were symhesized; 1 ) to identify by PGR a cDNA library diat contained 
die sequence of interest, and 2) for use as probes to isolate a doi» of die fuIWengdi coding sequence for 
PR0322. 

A pair of PGR primers (forward and reverse) were synthesized: 
forward PCR j^jp^ y^AnrrrAr a^a ata a ^ri^pyy^p y (S^IDNO:396) 
yeveyye fCR primer 5'-<KnXK:AATGATCTGCCA<KX^^ {SEQ ID NO:397) 
Additionally, a synth^ oligonucleotide l^bridization probe was constructed fiom die DNA48336 consensus 
sequence viiich had the following nucleotide sequence: 
hyhriff iTn %n probe 

5^AGAAATACCimXSGrrcAGTC^ (SEQ ID NO:398). 

In order to screen several libraries for a source of a full-la^gdi done, DNA from die libraries was 
screoied by Paianq)lificationwidi die PCR primer pak A positive hT>raiy was dieji used to 

isohae clones encoding die PR0322 gene using die probe oligomKtle^ 
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f<ff constnK:doa of the cDNA libraries was isol^ 

DNA sequendpg of the cloiws isolated as described above gave flie full-length DNA sequence for 
PRQ322 [hereiadesignatedasUNQ283 (DNA4ffi36-1309)] (SEQroNO:394) and the derived protein sequence 
forPR0322, It is understood diat UNQ283 (DNA48336-1309) in Ito ewx)^ 
NO:394 is a rq>resentation of tiie sequence based on sequencing techniques known hi the art. 
5 The ientke nucleotide sequence of UNQ283 (DNA4S33frl3Q9) is shown in Figure 158 (SEQ ID 

NO:394), aoneUNQ283 (DNA48336-1309)comainsasxngleopenrea^ 

initiation site at nucleotide positions 166-168 and endiiig at the stop codon at nucleotide positions 94^948 
(Figure 158). The predicted polypeptide i^ccarsor is 260 amnK> acids long The fun-leqgth 

PR0322 pro^ shown in Figure 159 has an estimated molecular welgjtt of ab^ 
10 about7.87. Clone UNQ283{DNA48336-13(») has been deposited with Al^ 
. no. 209669. 

Regarding the amino add sequence of Figure 159, a potential N-glycosylation site Is at anrim) add 1 10 
ofSEQIDNO:395. The serine jroteases, trypsm fimiily and histidme acti^ 
69 Ihrougji 74 of SEQ ro NO;395 and the COTsensus sequence is identified at 
15 SEQIDNO:395. The kripgje doniain proteins nu)iif is identified at ammo a^ 
NO:395. The putative signal p^tide is encoded at abom anuno acids 1-23. 

Analysis of the ammo acid sequence of the &n-Icngfli PR0322 polypqrtide suggests tot portions of 
it possess significant homology to neuropsJn and other serine jwoteases, thereby indicadi^ that PR0322 is a 
no ve! serir^ protease related to neuropsin* 

20 

PXAMPLE €3: Isolation of cDNA nnnes Kncorilnp H uman PRQS26 

A consensus sequence was (toalned relative to a vari^ of EST 
^)ove,viljerein the consensus sequence obtamed is hCTdndesfe^^ Based on the DNA39626 

consensus sequence, oligonucle(^des were synthesized: 1 ) to identify by PC31 a cDNA librafy that contained 
15 the sequence of interest, and 2) for use as probes to isolate a clone of die fuH-teigth coding sequence for 
PR0526. 

A pair of PGR primers (forward and revise) were synthesized: 
forward PGR pr^ y-TXXXTJXXXXnXKlAG^ (SEQ ID NO:401); 

rey^e PGR prim^ 5'<XXnXK:AGGTCATrGGC:AGCTAGG-3' (SEQ ID NO:4Q2). 
AdifitionaUy, a syndiedc oligonucleotide hybridization probe was constructed firom die DNA39626 cwisensus 
sequence which had the followh^ nudeodtte sequeru^: 
hvt)ridization probe 

5'-AGGCACTGanX3ATGACA<XTTCCGCX^ (SEQ ID NO:403). 

Li order to screen several libraries for a source of a M-Ieogdi done. ^ 
8cree^edbyPCRa^^)lificationwi^hd^ePCRprime^pai^i<te^ A positive hlrory was flioi used to 

isolate donesem^ding the PR0526 gene ush^ the probe ol?^^ rNa 
for construction of the cDNA libraries was isolated firom human fetal liver tissue 0LIB228}. 

DNA seqoench^g of die dones isolated as descnbed above gave die fiiH-leogdi DNA sequence for 
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PR0526 [heimdesignatfid as IWQ330 (DNA44184-m9M 
forPR0526. 

The eatiie micleotide sequence of UNQ330 (DNA44184-1319) is shown ia I^guze 160 (SEQ ID 
NO:399). QoneUNQ330(DNA44184-1319)coiitaiDsasi^ 

initiation site at nucleotide positions 514-516 and mfHng at the stop codon st nucleotide positions 1933-1935 
5 (Figure 160), The predicted polypeptide precursor is 473 amino adds long (Rgure 161), Hie fuH-length 

PR0526 protein shown in Rgure 1 61 has an estimated molecular wei|^ of about 50,708 dattons and a pi of 

about 9.28. Clone UNQ330 (PNA44184-1319) has been dqK>sited wiOi the ATCC on Marcii 26, 1998. It is 

unders&x>d that 1^ done contains die actual sequm:e. whereas tb^ 

based on current sequencing tedunqo^. 
10 Analysis of the amino acid sequem^ of the fuU-lenglh PR0526 polypeptide sugge^ that portions of 

it possess significant homology to the leucine repeat rich proteins tTiritiHingr aLS, SLIT, caiboxypeptidase and 
^ platel^ glycoprotein V diereby indicating that PROS26 is a i»vel protem ^cii is involved in protem-pit«em 
^ interactions. 

^ StiU analyzing SEQ ID NO:400, the signal peptide sequffiice is at about anunoad^ Aleuctoe 

£^15 z^^>er pattern is at about amino acids 135-156. A gilycosaminoglycan flttarimvmt is at about »minn acids 436- 
<jl 439. N-glycosylation sites are at about amino ziads 82-85, 179-182, 237-240 ai^ 423*426. A von Will^xrand 
s fe<^ (VWF) type C domain(s) is fwmd at about amino acids 411-425. Hie skilled artisan can underhand 
U ^^iiich nucleotides correspond to these amino adds based on the seqjoences provided hereiiL 

^ EXAMPLE 64: Isolation of cD NA aones Encioding Human PROS31 

An ECD database was searched arui an es^ressed sequence tag (EST) ftom LIEESEQ™, Incyte 
Ptkarmaceuticals, Palo Alto, CA was identified wfaidi showed homology to protocadherin 3. Based on this 
sequence, a seardi was performed nsing the computer program BLAST or BLAST2 (Altshul et al» Methods in 
Bqhs^IqSX Sl^^'^^O^SO (1996)) as a conqm^^ 
25 £ST$e<pience. Those comparisons resultii^ in a BIAST score of 70 (or in some cases 9^^ 

not encode known piot3^ were dustered and assemided into consensus DNA sequences widi die program 
''phn^* (Phil CSreen, Univorsi^ of Washiogton, Seattle, WashiogtoiO. 

A consensus DNA sequence was assenibled relative to odier EST sequent Basedontfae 
consensus sequence obtaiittd, oligpmicleoddes were synaiesi2Eed: 1) to identify by PGR a cDNA hTjraiy that 
30 contained die sequence of interest. aiKl 2) for nse as probes to isolate a done of the ftiiX Jifmgfl} lywim g Kttjtimfvt 
forPR0531. 

A pair of PGR primers (forward and reverse) were syndiesized: 
forward PCR p^Tmer S'-TTC AHA AfYW-r^nvt A A A.r^mmjx^ (SEQ ID NO:406); 
reverse PGR nrimer S^AGCGTTOTr ATTflAr ATTTini^^ (SEQ ID NO:407). 
35 Additionally, a syndiedc oli^mucleotide hybridization probe was constructed from lie con^nsus DNA sequence 
^Alucb had the following nudeodde sequence: 
hvbridizadon probe 

5'-TTAGTrtKnXX:ATTCAGGAGOATCTACC<nTC^^ (SEQ ID NO:408). 

287 



In order to screen several libraries for a source of a fiili-leagdi done, DNA ftom the libraries was 
screened by PGR a mplifiotfio n witli the FCR primer pair identified above. A positive library was then used to 
isolate dones encoding the PR0531 goffiusipg the probe oligonu^ RNA 
fcwconstructionofthecDNAIibrarieswasisolatedfromhuinanf^ The cDNA libraries 

used to isolate fee cDNA doncs were constructed by standard methods rmig commercially available reagwits 
5 such as those from Invitrogen, San Di^.CA. Hie cDNA was primed with oli^dT containing a NotI site, 
linked with blunt to Sail hemikinased adaptors , deaved with Noll, sized i^jpiopriately by gd electrophoresis , 
and doned m a defcied orientation into a suitabte cloning vector (sudi ^ 

of pRK5D that does not contain fee Sfil site; see. Holmes al» . Science. 252:1278-1280 (1991)) in the unique 
Xhol and NotI sites. 

0 DNA sequencing of the clones isolated as descr&ed above gave the full-lengfe DNA sequence for • 

PR0531[herdn designated as UNQ332(DNA48314.1320)l(SEQroNO:40^^ 
forPR053L 

Tte entnc rq)rescntative nodeotide seqiKiK» of UNQ332 (DNA48314-1320) is shown in Figure 162 
(SBQIDNO:404). It is understood that fee actual sequence is feat wifein die cloae deposited 
15 asDNA48314-1320. CtoneUNQ332(DNA483 14-1320) contams a single open readh^ 

translational initiation site at nudeotkie positions 1 71-1 73 and endii^g at fee stop codon at nucleotide positions 
2565-2567 (Rgure 162). The predicted polypqrtide precursor is 789 anaino adds long ^ ThefuXl- 
leqgfe PR0531 protein shown in Figure 163 has an estimated molecular weigjit of about 87^52 daltons and a 
pi of about 4,84. Clone UNQ332 (DNA48314-1320) has been deposited wife tbe ATCC on Mardi 26, 1998. 

Analysis of the amino acid aequeiKce of the full-leagfe PR0531 potypeptide suggests feat portions of 
it possess sigmficant homology to protocadherin 3. Moreover, PR0531 is found hi the brain, lite other 
protocadherins, thereby indicatipg feat PR053 1 is a novd number of the cadhmn st?)er&mly • 

StiU analyzmg fee amiiK) add se<pience of SEQ n> NO:405. the cadhe^ 
signature is found at about amino adds 122-132. 231-241, 336-346. 439-449 and 549-559 of SEQ ID NO:405. 
An AmoiP-Wnding site motif A (P-loop) is found at about a^ N- 
glycosylation sices are found at least at about amino adds 567-570, 786-790, 418-421 and 336-339 of SEQ ID 
NO:405. The signd peptide is at about amino acids 1-26, and the transmenferaned^ 
685-712 of SEQ ID NO:405. 

EXAMPLE 65: Isolation of cDNA QnTtes Ricndmpr ffim^n PR0534 

A ccmsensus sequence was obtained rdative to a variety of EST sequences as described in Exan^^Ie 1 
above, wherein theconsensussequenceobtainedisheremdesigtjatedDNA43038. Based onfee 43048 consensus 
sequence , oligonudeoddes were synthesized: 1 ) to identify by PGR a cDNA library feat contained die sequence 
of interest, and 2) for use as probes to isolate a done of the foll-Iengfe codh^ sequeiK« for PR0534. 

A pak of PGR primers (forward and reverse) were synthesized: 
forward pgRprim^ 5'<::ACAGAGCCAGAAGTGGCGGAATC-3' (SEQ ID N0:41 1); 
yever^e PCR p^o^ 5'-CCACATGTrGCrGGTCrrGTCGTGG-3' (SEQ ID NO:412). 
A<MMonaUy, a synfe^ oli^nnideotide hybridization probe construct fitm fee consGisus DNA43038 
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sequence which had the following nucleotide sequeiu)e: 
h>M?;^gPpro<)e 

5'-CGCTAGTGACTCTA(nurAGTCCTC (SEQ ID NO:413). 

In Older to screen several libnnies for a source of a fbU-lei^ ciose^ DKA firom the libraries was 
screened by PGR anqilificationwiihtlie PGR primer pair identified above. A positive library was (hen used to 
5 isolate clones mx)ding the PR0534 gene nsirig the pn>be oligemia RNA 
for construction of d^e cDNA libraries was isolated from human fetal hmg tissue CLIB26). 

DNA sequencing of the clones isdated as described above gave die full-length DNA sequence for 
PR0534 [herein designated as UNQ335 (DNA48333-1321)] (SEQ ID NO:409) ar^thederivedproteinsequenoe 
forPR0534. 

10 Ihe entne nucleotide sequence of UNQ335 {DNA48333-1321) is shown in Figure 164 (SEQ ID 

NO:409). Clone UN0335 a>NA4S333-1321) conlains a smg^ open reading fj^ne with an ajynT^rt rftiwlatift nfll 
initiation site at nudeoti^ positiozK S7-89 and endh^ at the stc^ codcm at nndeottde positions 1167-1169 
(Figure 164). The predicted polypq>tide precursor is 360 amim) adds lopg (Hgure 165). Hie fuU-leogdi 
PR0534 protein shown in Figure 165 has an estimated molecular weigjit of about 39,885 daltons and a pi of 
15 about 4.79. done UNQ335 {DNA48333-1321) has been depc^ited with ATOC on March 26, 1998. It is 
understood that the deposited clone contains die actual sequence, and that die sequences provkted herein are 
representative based on current sequencing techniques- 
Analysis of the amino add sequence of the ^4eogth PR0534 polypqitide suggest that portions of 
it possess significant sequence identity widi die protein disulfide isan^rase^ tfaereby n^i'cgrin g thar PTtQ^^ m^y 
be anovd disulfide isomerase. 

StiU analyzirig die amino add se(]pzence of PR(>534, die dgn^ 1-25 of 

SEQIDNO:410. The transmembrane domain is at about amino adds 321-340 of SEQ m The 
disoifideison^rasecorrespondingre|^ni5atamlxK)acids212-302<tfSEQm Tbeddoredomdomain 
is at amim) adds 211-227 of SEQ ID NO:410, N-glyoosylation sites are at: 165-168, 181-184, 187-190. 194- 
197, 206-209, 278-281, and 293-^ of SEQ ID NO:410. The corresponding nucleotides can routinely be 
(^ennined fixnn the sequences provided herein. PR0534 has a transmembxane domain radier ttifm an ER 
Mstssion pqjftide like odier protein disulfide ison^rases. AMtionally, PR0534 may have an intron at die 5 
prime end. 

EXAMPLE 66: Isolation of cDNA Qones Encoding Hnman PROfflT 

A consensus sequence was obtained relative to a variety of EST sequences as described in Exan^ile 1 
above, vlierein the consensus sequence obtained is herein designated DNA43052. Based on Ibis consensus 
seqii^nce, oligont»;leotides were syndiesized: 1) to identify by PCR a cDNAhl>rary diat contained d»seqpezK:e 
of interest, and 2) for u^ as probes to isolate a clone of die full-lengdi codhxg sequence for PR0697. 

A pair of PCR primers (forward and reverse) were synti^sized: 
forward PGR primer 5'-CCTGGCTCCK!TCyrityrr^^ (SEQ ID NO:416); 
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reverse PGR prinKT S'-frTTArAra^TT^ArT^ (SEQ ID N0:417). 

Additionally, a syn&etic oligonucleodde bybridizadon probe was constructed from die DNA43052 consensus 

sequence wbidi bad tbe followiog nucleotide sequence: 

hybridization probe 

5'-CTCTTCXrrcrrTGGCX:AGCC^ (SEQ id N0:418). 

5 in order to screen several Hbraries for a scAOce of a fuH-Iengdi doi^, DNA from ibe Hbraries was 

screened by IOlan?)Iificatkm with die PGR A positive library was then used to 

isolate clones encoding die PR0697 gene using the pn)beoligonacleo RNA 
for constructianof the cDNA libraries was tsc^ated from human &tal kidney tissue (LIE227). 

DNA sequencing of die clones isolated as described above gave die fuU^engdi DNA sequence for 
10 PR0697 Db«dndesignatedasUNQ361 (DNA50920-1325)] (SEQIDNO:414} andtiiederivedproteuisequence 
forPR0697, 

The entire nucleotide sequoro of UNQ361 (DNA50920-1325) is shown in Kgure 166 (SEQ ID 
NO:414), C3oDeUNQ361 (DNA50920-1325)contamsasii^eo{)enreading frame witfaangi^ 
hiitiation site at nucleotide positions 44-46 and endiag at die stop cod^ 
15 166), The predicted polypeptide precursor is 295 amino acids lopg (Figure 167), The fun-lengdi PR0697 
protdn shown in Rgure 167 has an estimated molecular wd^ of about 33,518 daltons and a pi of about 7,74. 
aoneUN<2361 (DNA5C)920-1325) was deposited widi die AICC on Man^ Itisraiderstooddiatdie 
dq>osited clone contains die actual sequence, and diat die sequences provided herehi are lepreseotative based 
on currem sequencing techniques. 

Analysis of the amiiK) acid sequence of die fiiH-lengdi WL06S7 polypqytide siiggests diat portions of 
it possess significaat sequence identity widi sERft, diaeby uidicat^ 
member* 

StiUanalyzhJig die ammo acid sequence of PR0697, die signal p 1-^of 
SEQIDN0:415. The cystein rich domain, havu^ identic widi die frizzled N-termhms, is ^ 
6-153 of SEQ ID NO:415. The correspondmg nucleotides can routinely be determined from die sequences 
jnovided herein, 

EXAMPLE 67: Isolation of cDNA Qonea Fjicn^mff Rntn5^Ti PR0717 

A ccHisensussequm^e was obtained relative to a varied of EST sequeaoces as 1 
above, ^n^ierein die consensus sequence oinained is herein designated DNA42829, Based on die DNA42829 
consensus sequence, oligonucleotides were syndiesized: 1) to identify by PGR a cDNA library diat contahied 
die se(pKKu:e of interest, and 2) for use as prote to isolate a done of the fuQ-lengdi codiog sequence for 
PR0717. 



A pair of PGR primers (forward and reverse) were syndiesized: 
forward PCR primer 5'-Aflrnrrnr Arw^rr^^ (SEQIDNO:421); 
reverse PGR primer 5'-CGGGTrAATAA AnrrRHAfYy^ (SEQ ID NO:422). 
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AdditionaUy. a synthetic oligonucleotide hybridization probe was constnoted from the DNA42829'coiiseosus 
sequence i^ikb had the following nucleotide sequence: 
hybridization probe 

S^TATGTGGACCGGACCAAGCACITCACTXSAGGC (SEQ ID NO:423). 

In order to screen several libraries for a source of a ftiU-Ioigfli clone, DNA from tiie libraries was 
5 screened by PGR an^>lificationwilh the PC»prinMr pair iden^ A positive library was then used to 

isolate dones encoding the PR0717 gene using the probe oUgomidw RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue (LIB229). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequeooe for 
PR0717 {herein designated as DNQ385 (DNA50988-132Q] (SEQm 
10 forPR0717, 

llie entire nucleotide sequence of UNQ385 (DNA50988-1326) is shown in Rgure 168 (SEQ ID 
NO:419). ClfliteUNQ385pNA50988-132Qcontaima8iq^e<^readingfr^ 

hntiation site at nucleotide positions 17-19 and ending at the stop codon at nucleotide positions 1697-1699 

(Figure 168), The predicted polypeptide precurrar is 560 amino acids long (Hgure 169). The full-leagth 
15 PR0717 protein shown in Rgure 169 has an estimated molecular weight of about 58,427 dalions and a pi of 

about 6.86. Qone UNQ385 (DNA50988-1326) has been deposited with die ATCC on April 28, 1998. 

R^arding die sequence, it is understood diat die deposited done ocHitains die correct sequence, and die 

sequences provided herein are based on known sequendng techniqaes. 

Analysis of fl» amino add sequem» of die flill-leogfli PR07 1 7 pdyp^dde st^ggcsts diat PR07 1 7 may 
20 be anovd 12 tcansnKsmbrane receptor. The rev^conpIeniaUstiaa!ofDNA50988 has a stretch diat inatdiK 

identicaUy widi himian regulatory n^osin lig^ strand* 

SdU analyzing die amiiK) add sequenceof SEQ m NO:420, tran^ 

acids 30-50, 61-79, 98-112, 126-146, 169-182. 201-215, 248-268, 280-300, 318-337, 341-357, 375-387. and 

420441 of SEQ ID NO:420. N-glycosylation sites are at about amino adds 40-43 and 43-46 of SEQ ID 
25 NO:420. A glycosaminoglycan attachmHrf site is at about amino adds 468-471 of SEQ ID NO:420. The 

cwresponding nodeoddes can be loutindy detemdned givei the sccpences provi<ted herein. 

EXAMPLE 68: Isoladm of cDNA Qor^ Encoding Human PR0731 

A database was nsed to search oqjressed sequence tag (ESI) databases. Hie EST database used herein 
30 was the proprietary EST DNA database IJFESEQ™, of locyte Pharmareuticals, Palo Alto, CA. Incyteclone 
2581326 was herein identified and termed DNA42a01. Based on die DNA42801 sequence, oUgonudeotides 
weresyndiesized: 1) to identify by PCJt a cDNA library tiiat contained die sequence of interest^ 
as probes to isolate a done of die full-length coding sequence for FRQ73 ] . 

35 A pair of PCIR primers (forward aiKi reverse) woe synthesized: 

forward PGR primft: y-CyrAAGC.Ar.ATncr^rr^AnAf^nn.'x^ (SEQ ID NO:426); 

reverse PGR primer S'^GTGACarr^.ATnrrrr^^ (SEQ ID NO:427). 

Additionally, a syndietic oligonudeotide hybridizadon probe was constructed ftom die DNA42801 sequence 
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whtdi bad the foHowiog nocieotide sequence: 
hybridization probe 

5'-TGGACAa:Tlt:AGTATTOAT^^ (SEQ ID NO:428). 

In order to screen several libr&ries for a source of a foil-let^ cIoik, DNA ftcm fbe libraries was 
scrcciiedby PCRan^McatioawiilidieFCRinlmerp^ Apositivelibrazy was then used to 

isolate doxies encoding tiiePR0731 gene usicig the probe digCH^ KNA 
. for ocxistniction of die cDNA libraries was isolated fipom ThecDNA 
libraries used to isolate the cDNA dones were constructed by standard methods using commercially available 
reagents such as those fixnnlnvitiogen* San DIpgo.CA. The cDNAwse primed with oligodTcontaioiog a NotI 
site, linked widi blunt to Sail hemikinased &5sptots^ deaved with NotI, sized zpptopilzJbAy by gd 
electrophoiesis, and doned in a defined orientation into a suitable cloning vector (sudi as pSKB or pRKD; 
pRKSB is a precursor ofpKKSD that does not contain the Sfa[ site: see. Hohnes et al>. Sdenoe. 2S3 tl27&-1280 
(1991)} in the unique Xbol and Nod sites* 

DNA sequeiKnng of the clones isolated as described above gave the full4engdi DNA seqt^ice for 
PR0731 Bierehi designated as UNQ395 {DNA4833M329)] (SEQID NO:434) andlhederivedproteui sequence 
forPR0731. 

The entire nudeotide sequMice of UNQ395 CDNA48331-1329) is ^wn m Figure 170 (SEQ ID 
NO:424}. Clone UNQ395 <DNA4g33 1-1329) contains a single opm readii^ frame witfi gn flpparent tniTigT^rtnji^ 
mitiatton site at nucleotide positions 329-331 and eaa^ing at tbt stop codon at nudeotide jKjsitions 3881-38S3 
(figure 170). Ihe predicted polypeptide precursor is 1184 amiiK) adds 1^ Tbe fuU-lecgth 

PR0731 protein shown in Figure 171 has an estimated molecular weigjit of about 129»0:^ daltons and a pi of 
about 5J1. Gone UNQ395 (DNA48331-1329) was deposited with the ATCC on Mardi 31. 1998. Regardmg 
the sequence, it is understood that the ^posited clone contains the a 
herdn are based on known sequencing techniques* 

Analysis of die ammo add sequence of the fuH-leogdi PR0731 polypeptide suggests that portions of 
it possess significant identity and shnilarity to members of fee protocadherin fjamily. therd>y ft^Vattng^ that 
PR0731 msy be a novd protocadherin. 

StiU anaiysdng fee animo acid sequence of SEQ ID NO:425 , (he {Hitad^ 
add8M3ofSEQIDNO:425. The transmembrane domam is at amino adds 719-739 of SEQ ID NO:425. Hie 
N-glycosylatiott of SEQ ID NO:425 are as ft^ows: 415-418, 582-586, 659-662, ^-665, and 857-860* The 
cadhermextracenularrq)eated domam signatures are at about amino adds (of 123-133,232- 
242, 340-350, 448-458, and 553-563, The oorrespondipg nucleotides can be rontiDely d^ermined given the 
sequences provided herein. 

EXAMPLE 69: Isolation of cDNA aones Eoqvlniy ffiiman PRmiR 

A consensus sequence was obtained rdative to a vatietyofEST sequences as descri^ I 
above, wherein fee consensus sequence obtahffid is herehi designated DNA17411. Two proprietary Gttientedi 
EST seqiKfK^es were en^loyed in the consensus assenibly and are shown ^ Basedondie 
DNA17411cons«isus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNAlibraiy feat 
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coiuained the sequeiK^e of mt»:est, aiul 2} for ^ 
forPRQ218. 

Apairof PCRprimm (forward axMl reverse) were syothesized: 
M2!M££EMBa5*-AAGTXK5AGCC(K3^ (SEQ ID NO:433); 

revmePCR^m^S'.TCGTrGTTTATC^ (SEQ ID NO:434). 

S AdditionaUy. a synthetic oligonodeotide hybridization probe was cosstructed fimm ti^ conseifias DNA1741I 
sequence which had the foUowiog nucleotide seqoenoe: 
hybridization probe 

5*-ATT(nTrAAAGACTATGAGATAant:^ (SEQ ID NO:435). 

In order to screen several Hbraries for a source of a fuU-leagdi done. DNA from tte libraries was 
10 screened by PGR an[q)Hficationwidi the P(IR primer pair identified A positive lifaraiy was thmiised to 
isolate doneseiicodii^ the PR0218 gene usin^ die probe oligo^ RNA 
for constracdonof the cDNTA libraries was isolated fitomhoman fetal Iddi^ tissue (LIB28). 

DNA sequencing of die clones isolated as described above gave die fuD-leagfli DNA sequence for 
PR0218 Ehereindesignated as UNQ192 (DNA30867-1335)1 (SEQ ID NO:429) and the derivedjHOtein sequence 
15 fbrPRCXZlS. 

The entire nucleotide sequence of UNQ192 (DNA30867-1335) is shown m Rguie 172 (SEQ D) 
NO:429}. QoneUNQ192(DNA30867-1335)comainsasingieppenIeadi^g£^^ 

initiation site at nucleotide positions 150-IS2 and endiAg at die stop codon at nudeodde positions 1515-1517 
(Rgure 172). The predicted polypeptifc precursor is 455 amino acids long (Rgure 173). The full-lepgth 
PR0218 protein shown in Figure 173 has an estimated nwlecular weigj&l of about 52,917 datons and a pi of 
abcwt9.5.aoncUNQ192(DNA308674335)hasbeendeposiled^ 1998. Regarding 

the sequence, it is undmtood that die dq)0sited done contaii^ die correct sequo 
herein are based on known sequ^icing techniques. 

Analysis of die amino acid sequence of die fidl-lcQgdi PR0218 pdypeptide suggests diatPR0218 m^ 
be a novd transmembrane protdiL 

Still analyzing die amino add sequ^ice of SEQ ID NO:43 0, die putative signal p^6dt is at about amiTrn 
adds I dirou£^ 23 of SEQ ID NO:430. Transmembrane domains are potentially at ahtmt ammn uriHg ^7,^^^ 
81-102, 150-168, 288-311. 338-356, 375^398, and 42S444ofSEQ ID NO:430. N-^ycosylation sites are at 
^ut amino acids 67, 180, and 243 of SEQ ID NO:430. Eukaryodc cobalanxin-bmdmg pxotdn is at about 
amino acids 151-160 of SEQ ID NO:430. Hie correspondipg nudeoddes can be routindy determined given die 
sequences provided herein. 

EXAMPLE 70: Isolation of cDNA Clones Hncndinp Hmn^ rafi7fi« 

A consensus sequence was (Stained relative to a varied of EST seqiCTces as described in Ex^ 1 
above, ^lierdn die consensus seqij^nce obtained IS herdnd^ignatedDN^ Based on die DNA43448 
consensus sequence, oligonucleotides were syndiesized: 1) to itoitify by PGR a cDNA library diat contained 
die sequence of mterest, and 2) for use as probes to isolate a cbne of die full-le^gdi codiog sequence for 
PR0768. 
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A pair of PGR primers (forward aad reverse) were synthesized: 
laOffiidPeR^rm^S^GGCre (SEQ ID NO:438); 

^CTsePpR primer S'-GCHXXntXKSGAClXKLA^ (SEQ ID NO:439). 

AMtionafly, a synflietic olignmcleotidc hybridizatian probe was constnotea from the DNA43448 consensus 
sequraice ^^lidi had the foUowh^ nucleotide sequeoce: 
5 hybridization probe 

5'^TCXrrCCATGTCrCCCATGA<XJ^^ (SEQIDNO:440). 

In order to screen several libraries for a source of a fuU-Iength done, DNA torn die libraries was 
screened by PGR an?)lification with the PGR printer pair ide^ A positive library was then used to 

isolate clones emKliiig the PR(X768 gene using fteproteoligonn^ RNA 
10 for construction of the cDNA Hbraries was Bolated fiom human bone maixow tissue (LIB255). 

DNA sequencing of the doi^ isolated as described above gave die fuU-Iengdi DNA sequence for 
PR0768 Dier^designated as UN(}406 (DNA557374345)] (SEQ m NO:^^^ 
forPR0768. 

The entire nucleotide sequei»ce of UNQ406 G^NA55737-1345) is djown in Figure 176 (SEQ ID 

15 NO:436). Clone UN(j406(DNAS57374345)c<mtainsa8mgleopen reading fi^ 

mitiation site at nucleotide positions 20-22 and ending at dje stop codon at midec^ positions 3443-3445 
(Pigisie 176}. The predicted polypq^depcecursor is 1141 amnio adds long (Figure 17^^ The foll-lei^gdi 
PR()768protdn shown m Figure 177 has an estimated molecular weigjtt of daltons and a pi of 

about5.82.aoneUNQ406(DNA55737-1345)hasbeendqK>sit^ Regarding 

20 the sequence, it is understood that the deposited done contauB 
herein are based on known sequendng tedmiqoes. 

Analysis of die amhw add sequence of ttic full-te^g)h PR0768 polypeptide suggests thai portions of 
it possess sjgnificanT sequence identity and similarity widi integrin 7* 

StiH andyzhigtiie amino add sequence of SEQ ID NO:437, dieputadve signal peptide is a^ 
25 adds 1-33 of SEQ ID NO;437. The transuKmbrane domain is at ammo adds 1039^1064 of SEQ ID NO:437. 
N-glycosjIation sites are at anuno acMs: 8M9, 746-749. 949-952, 985-988 and 1005-1008 of SBQID NO:437. 
Integrin alpha chain protein domahis are identified at abomami^ 1064-1071,384-409, 1041-1071,317- 
346, 443-165, 385407, 215-224. 634^7, 85-99, 322-346. 470479. 442466. 379408 and 1031-1047 of SEQ 
IDNO:437. The coriSesponding nucleotides can be n)utinelydetennmedghre^ 

30 

EXAMPLE 71: Isolation of cDNA Qones Enco dn^ p ; Human Ptttyni 

A consensus sequence was obtained relative to a variety of EST sequences as described in Exanqsle 1 
above, wherehi the consensiB sequence obtaimd is herein designated DNA43330, Based on flie DNA43330 
sequeiK5e,oligonudeotides were synthesized: 1) to identify by PGR a cDNAlibraiy that contamed the sequeoce 
of intttest, and 2) for use as probes to isolate a cIoi» of tiie foD-lecgtii coding sequence fbr PR0771. 

A pair of PC3t primers (forward and reverse) were syndiesized: 
M:^dPS^2Sto5'-CAGCAATATrCAGAAGCaGCAAGGG-3' (SEQ ID NO:443); 
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reverse PGR prpBS S'^ATCATGGTCATCACCACCATCATCA^^ (SBQ ID NO:444). 
Additionany. a synthetic oUgomidcotide Iqteidizatioii probe was constraaed &om the DNA43330 consensus 
sequence which had the fbllowh^ nucleotide sequence: 
hybridization probe 

5'.GG1TACTACAA<KX:AACACAATXjTCATCK^ (SEQ id N0:445). 

5 Ino^^to8cimise\^mM:aries forasouiceofafu^ 

screeiKXlbyPaiaiiqjlificationwith&^ A positive libiaiy was then used to 

isolate clones encoding the PROm gene using the pn^oligon^ rNa 
for construction of the cDNA libraries was isolated fcom human fi^ kidney tissue (LIB28). 

DNA sequaidng of tte clones isolated as described above gave the fiiH-lepgfli DNA sequence for 
10 PRO7710iereindcsignatedasUNQ409(DNA49829-1346)](SEQmNO:^^^ 
forPR0771. 

g The eitire nojleotide sequaice of UNQ409 (DNM9829-1346) is shown in Figute 178 (SEQ ID 

^ NO:441). aQneUNQ409(DNA49829-134©co^lainsasi^^openreadi^ 

initiation site at nucleotide positions 134-136 and endh?g at die stop codon at nucleotide positions 1442-1444 
|ijl5 {Figure 178), Tlie predicted polypeptide precursor is 436 amino acids long (Figure 1*^). The fbll-laigth 
W FR0T71 protein shown in Figure 179 has an estimated molecular weight of about 49.429 dallons and a pi of 

about4.8.aQneUNQ409(DNA49829-1346)hasbeendqK)sitedwithdieAT^^ 1998, R^ardii« 

^ tteseq^ience.itisunderetood^thedepositedckmecontaiiB&ecor^ 
p herein are based on known sequencipg techniques. 
k20 Analysis of flie amino acid sequence of the fufl-lCTgaiPRO^ 

it possess signiffcam honwtogy to die testican protein, tii^ 
homologue. 

Still analyzing tiie amino acid sequence of SEQ ID NO:442. the putative signal peptide, leucme zipper 
pattern, N-myristpylation sites, mi Ayroglobulin type-1 rq>eais are also shown in Figure 179. Hie 
25 correspondh^ nucleotides can be routindy detennined given die sequences provided herein. 

EXAMPLE 72: Isolation of cDNA Cfonefl Enorvlmy Rimi5»n v^vnrf^i 

A consensus sequma was obtained rdatrve to a variety ofEST sequences as desai^ 
above, therein &e consensus sequence obtained is herck<fcs?^^ Based on die DNA45e00 

consensus sequerK:e, oligonucleotides were synthesized: 1) to identify l>y PGR a cDNA library that contained 
the sequence of iitoest. and 2) for nse as probes to isolate a done of the fuD-lecgth coding sequence for 
PR0733. 

A pair of PGR primers (forward and reverse) were synthesized: 
fi>r^ PQR pnmeir 5'-CCCAGCAGGGATGGGCGACAAGA-3' (SEQ ID NO:448); 
35 lasseP^jrinaCTS'-Cm^ (SEQ ID NO:449), 

AdditionaDy, a synthetic oligonucleotide l^faridizatiwi probe was constructed from tte DNA45600 consensus 
sequence M^ch had die following nucleotide seqiKiK^e: 
hybridization probe 
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5'<X:aGAAGGAGCACXKKK5AAGGGCAG(XAG^ (SEQ ID NO:450). 

Jn order to screen several libraries ftir a source of a fuQ-lengdi doatt, DNA firom die libraries was 
screened by lOlan^lification with the PGR primer pair iden^^ A positive library was then used to 
isolate doneseiK^ding die 1110733 gene udng to RNA 
far constiuctioa of the cDNA libraries was isolated from human bone manow tissue (LIB25S). 
5 DNA seqoCTdug of die clones isolated as described above gave the ftdl-lengdi DNA sequence for 

PR0733 (hereindesignated as UNQ41 1 (DNA52196-1348)1 (SEQ ID NO:446) ami the derived protein sequence 
fQrPR0733. 

Hie entire mKleotide sequence <rf UNQ411 {DNA52196-1348} is shown in Figure 180 (SEQ ID 
NO:446). QoneUNCyil (DNAS2196-1348)containsasmgle open readmg frame wiA 
10 hiitifltfon site at nucleotide positicms 1(»-108 and emdlng at die stop codon at iracleotide positions 793-795 
(Figure 180). Tlie predicted polypeptide precursor is 229 amino adds long (Figure 181), The fuU-length 
PR0733 protein shown in Figure 18 1 has an estimated molecular weight of about 26,017 daltons and a pi of 
about 4.73, aoiKUNQ411 (DNA52196-1348)hasbecndepositcdwidiflieATCConApril7, 1998. Regardipg 
die sequetTO, it is understood diat the deposited clone contams the correct sequel 
X5 herdn are based on known seqi^idng techniques. 

Analysis of the amino add sequence of the fidl-lengdi PR0733 polypqitide suggests that portions of 
it possess significant sequence identity and similarity to the T1AST2 recqMor binding protein piecursor and 
dicrefbre may have a siniilar function in ceHsign^ If it is a cytokine, it may be useful in die treatmeitt of 
mflammaflon and cancer. 

Still analyzing the amino add sequence of SEQ ID NO:447, die putative signal peptide, transmembrane 
domahi, N-myristoylaiion site, and tyrosine kinase site are also shown in Figure 181, The correspondii^ 
mjcleotides can be routindy determined given the sequences provided herda 

EXAMPLE 73: Isolation of cDNA Clones Rn«y!hi<r fftrni^m l>pni/;7 

An aq)res8ed sequence tag ^SI^ DNA database (Meick/Washington University) was seardied and an 
EST AA397543 was identified wtddi showed homology to human pancreatitis-assodaied protein. The EST 
AA397543 cole was purchased and its mscrt obtained and sequenced and the sequence obtained is shown in 
Figure 182 (SEQ ID NO:45l). 

T1ieentirenucleotidesequenceofPR0162isshawninFigurel82(SEQIDNO:451). DNAsequencing 
of die done gave die fiiH-leiiglii DNA sequence for PR0162 [haem designated as UN<J429 (DNA5e965-1356)I 
(SEQ ID NO:451) and die derived protein sequence for PR0162. Clone UNQ429 pNA56965-1356) contains 
a single open readii^ franae widi an apparent translational in ftiation site at nudeotide pasitions and wMUng 
at die stop codon at nucleotide positions 611-613 (Figure 182). The predicted polypeptide precursor is 175 
amino acids long (Figure 183). The fun4ei^PR0162iOTtein shown in Figure 183 has an estimate 
wei^ of about 19,330 daltons and a pl of about 7,25. Qone UN<J429 (DNA56965-1356) has been dq>osited 
wididieATCX:. Regardii^ die sequence, it is understood tiiat the deposited clone contato 
and the sequences provided herein are based on known sequendng t^>miqiiP<f . 
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Analysis of the amino add seqiKOce of the fiill-Iength PRO 162 polypeptide suggests that portioDS of 
it possess significant homology to li» humanpancreaiitis-associated proton, tba^ indicfltm^ that PR0162may 
be a mvd pancreatitis-associated protein. 

StiU analyzing the amino acid sequence of SEQ m NO;452, theimta^ 
acids 1-26 of S£QII>NO:452. A C-Qrpe lectin domain slpamre is at about amino acids 146-171 of SEQ ID 
NO:452. The comsponding nucfeoti<tes can be loitfindy deteroiii^ 

EXAMPLE 74: Isolation of cDNA Clones pni-nriin|r TJ^^f> n PRO788 

A consensus DNA sequoice (designated herdn as DKA49308) was assembled relative to o4er EST 
sequences using phr^ as described in Exan?)le 1 above. Based upon an oteerved homology between the 
DNA4S6(^ consensu sequfflice and the locyte EST do(h» i». 27^ 

purchased and its insert obtained and sequaaced, which gave the full-lengdi DNA seqiKoce for PR0788 fherem 
designated as UNQ430 (DNA56405-1357)] (SEQ ID NO:453) and the derived protein sequence for PR0788, 
Oxme (DNA56405-1357) contams a single open reading ftame with an qjparent translational 

^ initiation site at nudeotide positions 84-86 and endii^ at the s^^ 

pjl5 184). Tlie predicted polypqjtide precursor is 125 ammo acids loqg (Figure 185). The fuH-lengtti PR07^ 
piDtdn shown m Figure 185 has an cstiaated molecular weigjit of about 13,115 daltons aiKl aplof about 5.90. 
aoneUNQ430(DNA56405-1357)hasbeendepositedwiflidjeATCX:. Regarding the sequraice. it is understood 
fliat the deposited dom contains the correct seqjience, and fbe sequences provided herein are based on fcrw wn 
w sequencing techniques. 

ijpO Still ana^mig Figure 185, a signal pe[^ is slK)wn at about andno acids 1-17 of SEQ ID NC}:454. 

P An N-gJycosylatioa site is at about amiiKi acids 46-49 of SEQ ID NO:454. 

EXAMPLE 75: Isolation of cDNA Cloqes Encoding Human PRO1008 

A consensus DNA sequeiK» was assenobled relative to other EST sequeiK» usu^ 
25 in Example 1 above. This consensus scquem* is terein designated as DNA49804. An EST proprietary to 
Genauedi wasen?)loyed in the consensus assembly and kherein designated as DNA165(» (Rgure 188; SEQ 
IDNO:457). Based iqxm an observed homdogy between die DNA498Msequei»ce and 
AA143670. fee Merck EST cloi» no. AA143CTa was purchased and its itts^ That 
sequence is ^wn herein in Figure 186 (SEQ ID NO:455). 

Sequencing gave tte fiiH length sequence for PRO1008 [herein designated as UNQ492 (DNA57530- 
1375)J (SEQ ID NO:455) and fee derived protein sequoice for PRO1008 were identified. 

The entire nucleotide sequence of UN(i492 (DNA57530-1375) is shown in Figure 186 (SEQ ID 
NO:455). aoneUNQ492(DNA5753()-1375)containsasin^copenreadingfranK^ 
initiation site at nucleotide positirais 138-140 and ending at the stop codon at nucleoti<te positions 936-938 
35 (Figure 186). The predicted polypqrtide precursor is 266 amino adds long (Figu^ ThefuB^eqgfe 
PRO1008 protem shown in I^TC 187 h^ an estimated uMlecuIar wei^ 

about 8.85, Gone UN<J492 (DNA57530-1375) has been deposited with fee ATCC on May 20, 1998^ 
Regarding fee sequence, it is understood that fee deposited clone contains fee correct sequence, and the 
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sequences provided herein are based on known seqtffiocipg techniques. 

Analysis of the amhio add sequence of the fuH-lcngfli PRO1008 polypeptide suggests tm portions of 
it possess significant seqoeKe identity and/or similarity wife mdkk-1, feeieby indicatiag thatPROlOOS may be 
a novel member of tliis fawRy and have head inH^^ ^i^g actxvity* 

Still analyzii^ the amino add sequeamce of SEQ ID NO:456 , the putative signal peptide is at about amino 
5 acids 1-23 of SEQ ID NO:456. The N-gJycosyiation site is at about amino acids 256-259 of SEQ ID NO:456, 
and fee fiiagal2nr{2ycyB(6)bimKdear duster doma^ jtt 
corresponding nudeotides can of aQ fee amino acids can routindy d^ennined given fee sequences provided 
hecdrL 

10 EXAMPLE 76: Isolation of cDNA aones E ncoding; Wnman PRO1012 

A consensus DNA sequm» was assenfeled rdative to <wher EST sequences nsing ph^ 
inExample I above, wherdn the consensmsequ«u»isherdndesignatedDNA49313, Baaed ontfaeDNA49313 
consensns seq^ience, oligonudeotides were synfeesized: 1) to identify by PCR a cDNA library feat contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the luli-lcngfe codmg sequem» for 

15 PRO1012. 

A pan: of PGR primers (forward and reverse) were synfeesized: 
forward PCR primer s^-Arrcrr^r Antu-Tcrr^ (SEQ ID NO:460); 

reverse PCR nrtmer 5'-fiATr Anrr Annr a atapt Ary^Anr i^ (SEQ ID NO:461). 
AdditionaOy, a synthetic oligpnudeotide hybridization probe was constructed from fee DNA49313 consensus 

20 sequence vfeich had the following nucleotide sequoice: 
hybridization prd» 

5'-GTG(mUTGATAGAATGCTITGCCXJAATG^ (SEQ ID NO:462). 

In order to screen several lihrarfes for a source of a full-lengfe clone, DNA from the libraries was 
scre^ied by PCR amplification wife the I^priiner pair identified A positive library was then used to 
15 isol^ dones encoding fee PRO1012 gene using fee probe oligonucleotide and one of fee KR primers* RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequaicing of fee dones isolated as described above gave the full-lengfe DNA seqiKaice for 
PRO1012 piaein designated as \JNQ495 (PNA56439-1376)3 (SEQ ID NO:458) aiKi fee derived proteia 

(0 sequence for PRO10i2. 

llie entire nudeotide sequence of UNQ495 (DNA56439-1376) is shown in Figure 189 (SEQ ID 
NO:458). aoneUN(2495 (DNA56439-1376) amtams a smgle open readii^ frame wifean^parenttranslatiCHial 
initiation site at nudeotide positions 404^106 and ending at the stop codon at nudeotide positions 2645-2647 
(RgUTB 189). The predicted polypeptide precursor is 747 amnio acids loog (Figure 190). Hie fuU-lengfe 

5 PRO1012 protein shown m Figure 190 has an estimated molecular we^^ 

^nt7.46, aoi»UN(J495(DNA56439-B76)hasbeendq)ositedwifeATCConMa^ Rfisgardir^g 
the sequence, it is umierstood that the dq)osited clone contains the c^ 
l^rein are based on known sequencix^ tedmiques. 
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Analysis of (he amino add sequeooe of the full-length FRO1012 pol7pq)tide suggests that portiaDS of 
it possess sequence identhy with fjkiilfide iftftTnerasft Hhmivy inHirfltfng ihat rani (\} 7 nwy bf a mjvel dlSttlSde 
isomerase xdated protdiL 

Still analyzing llie amino acid sequepce of SEQ ED NQ:4S9. the cytPcihTome C famfly hftmfNh tnriTng gft>> 
signatore is at about amino adds 158-i(S3 of SEQ ID NO:459. The Nt-DNAJ domain signatuit is at about «nimn 
adds 77-96 of SEQ n> NO:459. An N-gJycosylatian site is at about amii» adds 484^87 of SEQ ID NO:459. 
Ibe ER taigetmg sequence is at about amino adds 744-747 of SEQ ID NO:459. It is und^stood ihst the 
polypeptide and nucleic ackSs disdosed can be loutindyfomxed with <»: without, tiiese portions as desb^ in 
altematiTe embodin^nts. For example, it tosy be desiraMe to produce FRO1012 without fiie ER targ^iog 
sequence. The coriespoxKiii^ nucleotides can be routindy determined 

EXAMPLE 77: Isolation of cDNA Qone g Pncniitin|T pimi«n PRO1014 

A consensus DNA sequence was assmtbled relative to odi^EST seqaeiu:es using phr^ as described 
in Exan^le 1 abobe, wherdn the consensus sequ&ice obtained is herein designated DNA498IL Based upon 
an observed homology b^ween tte DNA498 1 1 sequence and Incyte EST done no . 2612207, Incyte EST clone 
1K)« 2612207 was purchased and its insert was obtained and sequenced, v(h^ 
in Figure 191 (SEQ OD NO;463). 

DNA sequencing gave die full-ki^ DNA seqt^Kse for PRO1014 {herein designated as UNQ497 
PNA56409-1377)J (SEQ ID NO:463) and the derived protem sequence for PRO1014. 

The entke nudeotide sequcDce of UNQ497 (DNA56409-1377) is shown in Figure 191 (SEQ ID 
NO:463). Qoate UN0497 <DNA56409- 1377) contaim a single opeii reading frame with an flpparent trflnglflrimiftl 
mitiation site at nudeotide positions 66-68 ai^ ending at the stop codon at nudeotide positions 966-968 (Figure 
191). The predicted polyp^tide precursor is 300 amino adds long (Figure 192). The fiiH-lenglh PRO1014 
protdn shown in Figure 192 has an ^timated molecular weight of about 33,655 daltons and a pi of about 9.3 1 . 
Qone UN<J497 (DNA564(»-1377) has been doited witii die ATCC on May 20, 1998. R^arding (he 
sequeiKse, it is understood diat the deposited clone contains fbt correct sequexs%, and die sequences provided 
herein are based on known sequ^ing techniques. 

Aiidysis of the amiiK) add sequaK:e of the fuH-length PRO1014 po^^ 
it possess sequence identity wth reductase, fliereby indicating that PR01014 may be a novel member of the 
reductase &mify* 

StiU analyzii^ ihe ainino add sequence of SEQ ID NO:464, the putative signal peptic 
adds l-19ofSEQIDNO:464. The cAMP and cGMP dependeot piotdn Idnase phosphorylation sites arc 
ahoutaminoacids30-33and58-6IofSEQIDNO:464. Short diam alcohol dehy^gmtse family proteins are 
at about amino acids 165-202.37-49, 112-122 and210-219 ofSEQIDNO:464.ThecorrespQndii%nudeotides 
of d^se domains and any odier amino adds provided herein can be routinely determined given the sequences 
provided herdn. 

EXAMPLE 78 : Isolation of cDNA aones Encoding fR Q}ff}7 

A consensus DNA sequence was assembled rdative to other EST sequences using phrap as described 
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in Exaiiq>lel above, wherein that consensus DNAse^^ Based iqKHi an 

observed homology between the DNA53235 conseosus seqaeiKe and the Merck EST clone no. AA243086. fee 
Merck EST done no. AA243086 was punshased and its insert obtained and ^qo^ 
obtained is shown in Figure 193 (SEQ ID NO:465). DNAsequeoAig gave the M^engthDNAsequoKse for 
PRO1017 (herein designated as UNQ500 (DNA56112^1379)] (SEQ ID NO:465) and the derived protein 
5 sequeiK«forPRO1017, 

The eitire nucleotide sequence of UNQSO) a)NA561I2-1379) is shown in Figure 193 (SEQ ID 
NO:465). aoittUNQ500(DNA56im379)contaim a single open readi^ 

initiation site at nucleotide positioiB I2&-130 and radmg at the stop codon at nudeoti^ positions 1370-13TO 
(Figure 193). The predicted potyp^tide precursor is 414 amino adds loi^ (Pl^ Tlie fufl-length 
10 PRO1017 prciem shown in Figure 194 has an estimated molecular wd^ of about 48,414 daltoos and a pi of 
about 9.54. aoi»UNQ500(DKA56im379) has be»dq)ositedwi^ R^gardiqg fee sequence, 

it is m^erstood that Ae deposited clone amtains the correct s 
^ based onknown sequenciQg techniques. 

^ Analysis of fee amino add sequence of the fuD-lcqgdi PRO1017 polypeptide suggests that portions of 

ryl5 it possess sequence identity with HNK-1 sulfbtramferase, (hereby indicating feat PRO1017 may be a novd 
^ sulfotransferase* 

VP i 

g ^«naiyziPg^anfeK>acidscquencecfSEQn>NO:4«,feepu^ 

H acids 1-31 of SEQ ID NO:466. N-glycosylation sites are at about amino «rfds 134-137, 209-212, 280-283 ami 

^ 370-273 of SEQ ID NO:466. llieTNFR/NGFR family cystdn^ 

^ 332 of SEQ ID NO:466, The corresponding nucleotides can be rontinfily determined given the sequences 

w provided herein. The protein can be secreted. 

gXAMFLE 79: Isolation of cDNA Clones Rnm^mf r Human PR0474 

A cwiseosus DNA sequence was assembled rdative to ofeer EST sequences usii^ 
25 in Exan5)le 1 above» ^^lerdn the consensus sequence obtained is herem designated DNA49818. Based \xpon 
an observed homology bdweca fee DNA49818 consoisus sequence and fee Merck EST clone no. H77889. fee 
Merck EST clone no. H77889 was purchased and its insert obtain^ and sequenced, wherein the sequence 
obtainedishmdnshowninFigure 195(SEQID NO:4«7). DNAsequ^^ 

for PR0474 Jherein designated as UNQ502 (DNA56045-1380)] (SEQ ID N0:4CT) and the derived protein 
30 sequKK» for PR0474. 

The entire nucleotide sequence of UNQ502 (DNA56a45-1380) is shown ia Figure 195 (SEQ ID 
NO:4<J7). CloneUNQ5Q2(DNA56045-1380)containsasingIeopenreadingfraw 

initiatioa site at nucleotide positions 106-108 and ending at fee stop codon at nucleotide positions 916-918 
(Figure 195), Hie predicted polypq>tide precursor is 270 amino adds lopg (Figure 196). The faU-Ieogfe 
35 PR0474 protein shown in Figure 196 has an estimated nwlecuto 

abom 6,0. aoneUNQ502(DNA56045-1380) has been deposited wife fee ATCC. Regarding the sequence, it 
is understood that the dq)osited clone contains fee correa sequel 
on known sequencing techniques. 
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Stffl analyzing fte aniino add sequence of SEQ 
adds 138-141 of SEQroNO:468, Stortndiain alcohol dehydrogenase feniUyitt^^ 
10-22. 81-91, 134-171 and 176-185 of SEQ ID NO:468. The corresponding nucleotides can be routiiKily 
determined given the sequences provided herein. 

5 EXAMPLE ^: Isolation of cDNA Qones Bicoding Human PRQ1031 

An initial consensus DNA sequence was assOTbled relative to oflier EST sequences usii^g phi^ ss 
described in Exan5)le 1 above, wheim the consensus sequoK^ oWained is Ittiein designated 
Based iqxm an observed homology between the DNA47332 sequence and fb& Meick EST done no, W74558, 
Merck EST clone no. W74558 was purchased and its insert obtaiiKd and sequenced, ulierein the sequence 
10 obtained is shown in Figure 197 (SEQ ID NO:469), DNA sequendng gave the fiiU-Ia^h DNA sequence for 
PRO1031 [herein designated as UNQ516 (DNA59294-1381)1 (SEQ ID NO:469) and the derived protein 
sequence for PRO103L 

The entire nucleotide sequence of UNQ516 (DNA59294.1381) is shown hi Figure 197 (SEQ ID 
NO:469), Clone UN<2516(DNA59294-1381)contams a siAgle open readuigft^ 
15 hiitialion site at nucleotide positions 42-44 and ending at the stop codon at nucleotide positions 582-584 (Figure 
197), The predicted polypqjtide precursor is 180 amino adds long (Figure 198), The fuIWeogth PRO1031 
protein shown in Figure 198 has an csdmated naolecular we^ of about 20,437 daltom and apl of about 9.58. 
aoneUNQ516{DNA59294-1381)hasbeendepositedwiththeATCC. fe^ardmg the sequaK5e.it is understood 
that the deposited done contahis die corrert sequeocc, and aie seq^ 
20 sequ^sdjog tedmiq^. 

AiBlysisof die ammo add sequence of the fulHeagdiPRO103l pdypqptide suggests that it is anovel 

Sm analyzing the anum) sequence of SEQ ID NO : 470 , fee putative signal pq>dde is at about ammo 
acids 1-20 of SEQ ID NO:470. An N-glycosjdation site is at about amino acids 75-78 of SEQ ID NO:470. A 
25 region havmg sequence identity with 11^17 is at abom amino acids The corresponding nudeotides can 

be routmely determined given the sequences provided herein. 

E?CAMPLE 81: Isolation of cDNA nr^n es Encoding Hnmmi PRQ938 

A consensus DNA sequence was assembled relative to odjcr EST sequences using phr^ as described 
hi Exanqrfe 1 above, wherein that consensus sequence is herein designated DNA49798. Based oa die 
DNA49798 DNA consensus sequeiKe,oligomideotides were synthesized: 1) to identify by PGR a cDNA library 
diat contamed tbs sequence of hiterest, and 2) for use as probes to isolate a clone of the fuD-knglfa codmg 
sequence for PR0938. 

A pair of PGR |»imers (forward and reverse) were synthesized: 
35 fcr^si£S.Eie^5'-GTCCA<K:CX^ (SEQ ID NO:473) 

ISvSSeP£Rj3^CT5'-CrrCTCCrr(^ (SEQIDN0:474) 

AdditiMaliy, a synthetic oligcmudeotide hybridizadon probe was constructed from the consensus 
DNA49798 sequence wMch had ibs foUowiog nucleotide sequence: 
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hvbridization probe 

5'.GIXK3ATGCTGAAAITITACGCX;CC^ (SEQ ID NO:475) 

In order to screea several Ubraries for a source of a fuU-Ieogtfa done, DNA from the Ubraries was 
screesedbyPCRaniplificationwidlitbePCRpri^ A positive library was then used to 

isolate cloiies encoding tbeFR0938gei]e using the probe oil RNA 
for construction of the cDNA libraries was isolated fiom imman fetal kidney tissue CLIB227) . 

DNA sequencing of the clones isolated as described above gave the ftaH-lengOi DNA sequence for 
PR093S Oierexn designated as UNQ475(DNAS6433-1406)l(SEQmNO:471}and the dm 
forPR0938. 

The entire nucleotide sequence of UNQ47S (DNAS6433-1406) is shown in Figure 199 (SEQ ID 
NO:471). QoneUN(^75CDNA5643M40$)CQntainsasxDg)eopenrea<^ 

initiation site at imcleotide positions 134-136 and eodixig at the stop codon at nucleotide positions 1181-1183 
figure 199). The predicted pofypeptide precursor is 349 amino adds long (Figqre 200). The fuU-lengdi 
PR0938 protein shown in Hguie 2(K) has an estimated molecular wei^ of about 3 8 ,952 daltons and a pi of 
about 4 .34. Analysis oflSat full-length PR0938 sequence shown in Figure TOO (SEQ ID NO:472) evidoices die 
^lesence of the following features: a sigi^ peptide firom sinino 1 to about amizK> acid 22, a traimienibrane 
doinain from abom amino SKdd 191 to about ambio acid 21 1, a pote^ 

acid 46 to about anmio add 49, a r^^homobgous to disulfide isomerase from about ainino add 56 to 
amino add 72, ard a re£;ion having sequence ideotily with flavodoxin proteins from about amino add 173 to 
about amino add 187. 

aone UNQ475 (DNA56433-1406) has been deposited wifli ATCC onMay 12, 1998, and is assigned 
ATCC Accession No. 209857. 

Analysis of the amhio acid sequence of die M-kngdi PR0938 polyp^de suggests that it possesses 

significant sequence gminftrify tn #1iftiilft<Tff iMnm<>r^^ thwhy fnrftrjtfing f^^f PpfWtft xT^y }^ ^ twwPil 

protein disulfide isomerase. An analysis of die Dayfaoff database (version 35.45 Swissltet 35) evidenced 
significant homology between die FR0938 amino add sequence and the following Da34io£F sequences, 
P_W03626. P_,W03fi27. P.R70491, GARP^PLAFP, XLU85970J, ACADBPROA^l, IB68__HSVSA, 
KSU52064J, U938^_83, PR97866. 

EXAMPLE 82 : Isolation of cDNA Oones Kicoding Human PRO1082 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
. in £xan!^lel above, wheein die consensus sequmce is herein designated DNA38097* Based on dxiscansoosus 
sequaice,oligQnud60ddeswa:e5ynd!Bsized: I) to identify by PGR a cDNA library diat contained the seqoenoe 
of interest, and 2) to use as probes to isolate a done of the full-length codmg sequence for PRO1082. 

A set of PGR primers (two forward and oi^ reverse) were syndiesized: 
forward TCimer 1 5'^GTCX:ACAGACAGTC:ATCrCAGGAGCAG-3' (SEQ ID NO:478); 
forward nrimer 2 5'-ACAAGTGTGTTGCGAAGCTG-3' (SEQ ID NO:479>; 
reveise primer ! S*-ATCCTCOCAGAGCCATGGTAGCrC-3' (SEQ ID NO:480). 
Additionally, a synthetic oligomideotkie hybridizatton probe was constructed from die DNA38(^ consensus 
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sequence which had the following nucleotide sequence : 
hvfaridization probe 

5'<XLU^GGATAGClXnTGTTTCAGAG^ (SEQn>NO:481). 

la Older to screen several libraries for a source of a full-4engt!i clone, DNA from the libraries was 
scrceocd by PGR anqilificatioa with the PCR primers identified al^ A powtive library was then used to 
jgnifltft rfftwMe Mwvting thft PttOIQgl gene iifiing the probe oligomicleodde and one of the PGR prinasTS, SNA 
for construction of the cDNA libraries was Isolated torn hunian fetal kidney tissue (LIBZ27). 

DNA sequencipg of the clones isolated as described above gave the full-length DNA sequence for 
PRO1082 [herein designated as UNQ539 (DNA53912-1457)] (SEQ ID NO:476) and derived protein 
sequem:e for FRO10S2. 

The aitixe mttleotide sequence of UNQ539 (DNA53912-1457) is shown in Figure 201 (SEQ ID 
NO:476). Clone UNQ539(DNA53912-1457)containsasujgle<^read2ngfiH^ 
initiation site at nucleotide positions 160-162 and eodnig at the stop codon at nucleotide portions 763*765 
(Figure 201). The predicted polyp^de iwecursor is 201 amino adds long (F^;ure 202). Hie fhll-lengfli 
PRO1082 protem shown in Hgure 202 has an estimaled molecular weight of about 22,563 daltons and a pi of 
about 4.87, Oone UNQ539 (DNA53912-1457) has been deposited with the ATCC R^gardhig the sequence, 
it is tinderstoodtiiat the deposited clone contains the correct seqi]ence» and the sequences provided heaxti are 
based on known se^iencing tecfaniqim. 

Still analyzing the ammo add sequence of SEQ ID NO:477, the transmembrane domam is at about 
amino acids 45-6S of SEQ ID NO:477. A cAMP- and cGMP-4^}eadexit protein kinase phosptK>ryl^^ 
at about amino ad^ 197-200 of SEQ ID NO:477. N-m^dstoylation sites are at about amino acids 35-40 and 
151-156 of SEQ ID NO:477, The regkms ^i*idi share sequetice itoitity wldi the LDL recqrtor are at about 
amiiK) acids 34-67 and 70-200 of SEQ ID NO:477* The oorre^x>ndtngnuc^tides of tiiese amino add regu^ 
and odiers can be routinely d^ennined given the sequences provided herein. 

EXAMPLE 83 : Isolation of cDNA Clones Encoding Human PRO1083 

A cDNA sequence was identified usiitg the amylase screening tedmique described 
wherein fliatcDNA sequence is de^gnated herein as DNA24256 (Figure 205; S^ ThatcDNA 
seqpience was dien compared ami aligK^ with other known EST sequencees as de^^ 1 above 

to obtain a cons^isus DNA sequence whidi is designated h^ein as DNA43422. Based on tiie DNA 43422 
consoisus sequence, oligonucleoti^ were synthesized: 1) to id^xtify by PGR a cDNA lihrBry that contained 
tiie sequence of interest, and 2) for use as probes to isolate a clone of tbe folI-4eagtii coding sequence for 
PRO1083- 

A pair of PGR primers (forward and reverse) were synthesired: 
forward PGR primer 5'-<XK:ATTGGACK:AGTGCTG(3GTG-3' (SEQ ID NO:485); 
reverse PGR primer 5'-TtK;AGGCCTAGATGCCX3CTGGACG-3' (SEQ ID NO:486). 

In order to screen several libraries for a source of a fuU-leogtii done, DNA from die Hbraries was 
screened by PGR amplificafion with the PGR primer pahr identified above, A poative library was then used to 
isolate donesmx)dii% the PRO1083 gene usii% the reverse PGR primer. RNAfe construction of the cDNA 
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libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequeod^g of the clones isolated as described above gave the foO-Iepgth DNA. sequence for 
FRO1083 Eberem designated as UNQ540 (DNA5092i-1458)] (S£Q ID NO:4S2) and derived piotdn 
sequeoceforPROlOSS. 

The entire nucleotide sequence of UNQ540 (DNA50921-1458) is shown m Figure 203 (SEQ ID 
NO:482). Qone UNQ540 (DNA50921-1458} contains a siq^ open reading fmat wzdi an apparent translational 
initiation site at nucleotide positions 214-216 and ending at die stop codon at nucleotide positions 2293-229S 
(Figure 203). The predicted polypqytide precursor is 693 amino acids loi^ (Figure 204)« The full-leogth 
PRO 1 083 protem shown in Figure 204 has an estimated molecular wdgjlit of about 77,738 daltons and a pi of 
about 8.87. aoi^UNQ540 (DNA5{»214458) has bem deposited with the ATC Regaidmg the sequence, 
it is mulerstood that the dqx>sited clone contains the correct seq}^^ 
based on known sequencing techniques^. 

SdU analyzii^ the amino acidsequeiice of SEQ ID NO:483, the putative sig^ 
acids 1-25 of SEQ ID NO:4S3. The transmembrane domains are at sbout amino adds 382-398, 402-420, 445- 
468, 473-491 . 519-537, 568-590 and 634-657 of SEQ ID NO:483. A microbo^ C-tenmnal targetiQg signal 
is at about amino acids 691-693 of SEQ ID NO:483. cAMP- and cGMP-dependent protein kinase 
pthosphoiyMon sites are at about ammo adds 198-201 and 370-373 of SEQ ID NO:483. N-g^ycosyMon sites 
areataboutanrinoacids39-42, 148-151, 171-174, 234-237,303-306. 324-227 and341-344of SEQ ID NO:483, 
A (j-protein coupled receptor ^mily domam is at about amino acids 475-504 of SEQ ID NO:483. The 
correspondiog nucleotides can be routix&ely d^eaoh^ given the sequences provided herem. 

EXAMPLE 84 : Isolation of cDNA Clones Sicoding Pnm^ FKOffl^ 

Probes based on an expressed sequence tag (EST) idaitified fixrai tite Incyte Pharmacaiticals database 
due to homology with VEGIF were used to screen a cDNA library derived from the faum^ 
In particular, hK^te Clone *'INC1302516" was used to generate the foUownig four protes: 
(SEQ ID NO:489) ACTIXnCAGTGTCCATAAGGK}; 

(SEQ ID NO:490) GAACTAAAGAGAACCGATACCATTITCTGGCCAGGTTGTC; 
(SEQ ID NO:491) CACCACAGCGTTTAACXIAGG; and 
(SEQ n> NO:492) ACAACAGGCACAGTTCCCAC. 

Nine positives were identified and characterized. Three clones contained die fall codmg region and 
were identical in sequence. Partial cbnes were also identified £com a fetal lung lil»^ 
the g^onu-derived sequence widi the excq;itbn of one nudeotide chai^ 
add* 

EXAMPLE 85: Expression Constructs for PRQgOO 

For mammalian protein expression, the entire open reading irame (ORF) was cloned into a CMV-based 
expression vector. An epitope-tag (FLAG, Kodak) and Histidhie-tagCSisS) were inserted beD^ 
step codon. VEGF-&Hls8 and VEGF-E-FLAG were transfected into human embryonic kidney 293 cells by 
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Siq>erI^(Qiagen) and pulse-labeled for 3 hom Bothqiitope-taggad 
proteins ocHnigcate when 20 microliters of IS-foId cosceotrated senim-&ee conditioned mednim were 
electrophoresed on a polyacrylamide gd (Novex) in sodium dodecyl sulfate sanq>le bu£fer (SDS-PAGB). Tbe 
VEGP-E-IgG e^qtressicm plasmid was construct 

Tbe VEGF-B-IgG plasmid was co-tiansfected with Baculogold Baculovirus DNA (Pharmingen) usiog 
S I^&ctm (GibcoBRL) into lO' cells grown in Hink's TNM-FH medhmi (IRH Biosdeoces) siqyplemented 
with 10% fetal bovine serum. were incubated for 5 days at 28*'C The siq»ematant was harvested and 
subsequenfly used for the fir^ viral an^lificationbyinfe^^ 
(MOI)of 10. Cells were incubated €or 3 days, then st^^ernatam harvested 
plasmid determi^ by binding of 1ml of si^^ernatant to 3^ 
10 fDllowed by subsequent SDS-PAGE analysis. The first aic^dificaticm siqternataitt was used to infect a 500 inl 
g spinner culture of SC) cells grown in ESF-921 niedium (Bs^rresdon Systems UX) at an approximate MOI o 
^ 0.1. Cells wecetreated as above, exceptliarvestedsq)ernatai^ was sterile Spedfic protein was purified 

by binding to Protein-A Sq)hatose 4 Fast Flow (Pharmacia) cohmm. 

m 

%5 EXAMPLE 86: Nor&CTi Blot Analyses for PRQ200 

Blots of human poIy(A) + RNA from inultq)le adult and fetal tissues and tumor cell lines were obtained 
f, firom Ckuitech (Pab Alto, CA). Hybridization was can:kd out using ^-kbded probes contaming the et^ 
Q ^ codingregionandwashedinO.ix^C, 0.1% SDSat63''C. 

^ VEGF-E mRNA was detectable m fetal hmg, kidney, brauu liver and adult heart, placenta, liv^, 

^20 skeli^muscle, kidney, and pancreas. V£GF-EinRNAwa$aIsofoundinA5491nngadenocaicinoinaandHeLa 

w 

M cervical adeaocardiKHua cell lines. 

EXAMPI^ 87: fa Situ Hybridization of Human Petal TisstK Sections for PRO200 

Formalin-fixed, paraifoHembedded human fetal bram, liver, lower lisib, small mtestine, thyroid, lympb 

25 iKKie, tfiymus, stomach, trachea, skin, spleen, spinal cord, adrenal, phKrenta, cord, and adult liver, pmaxas, 
luog, spleen, iynqih xK>de, adrenal, heart, aorta, and skin were sectioned, deparaffinized, deproteinated in 
proteiimse K (20/ig/ml) for 15 minutes at 37'^C. and further processed for in situ hybridization as described by 
LuLH and GillettNA (Cell Visionl:ie9-176, 1994). A[a-=-P]UlP-bbeIedantisra5eribopn*ewa8gene^ 
from a PCR product of 980 bp (primers GGCGGAATCCAACCTGAGTAG and 

30 GOSGCrATCCIXXntSTGCTC, SEQ ID NOS: 493 and 494, respectivety). The slides were dqjped in Kodak 
NTB2 nuclear track emulsion and exposed for 4 weeks. 

VEGP-E mRNA e^ipression hichided localization at grow& plate reg^n and embracing f^ 
myocytes. 

35 EXAMPLE 88: Myocyte Hypertrophy Assay for PRO200 

Myocytes £com neonatal Harlan Sprague Dawley rat heart ventrklc (23 days gestation) were plated in 
dugplicate at 75000 ceUs/ml in a 96-weli {date. Cells were treated for 48h widi 2000, 200, 20, or 2 ngM 
VEGF-E-IgG. Myocytes were stamed with crystal yk>l£i to visualize morphology 
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7, 3 beiAg noDSTimiilared and 7 beii^ fuD-Mowa Irypertropliy. 

2000 ng/ ml and 200 Qg/ ml VEGP-E caused h)peitxoEiliy , scored as a 5. 

EXAMPLE 89: Cefl Proliferation Assay for PRQ200 

Mouse embryonic fibroblast C3H10T1>2 cells (ATOC) were grown in 50:50 Ham's F-12: low ghicose 
5 DMEM medium containiqg 10% fetal calf serum (PCS). Cdls were plated in di^^licate in a 24-weIl plate at 
1000, 2000, and 4000 oells/weU. Aft^ 48 turn, cdls were 

incubated for 72 hours with 200, 800, or 2000 Qg/ml VEGP*E or no growth &ctor added. 

Ai^proximately 1.5foldgreaternnmberofcdls were measured in the presence of 200 ng/ml VEGF-E 
as in its absence, at all three cell deities* 

10 

n EXAMPLE 90: Eadotfaelial Cell Survival Assay for PRO200 

^ Human umbilical vein endothelial cdls (HUVEC, Cell Systems) were maintained in Conrol^ Nfedia 

(Cell Systems) and plated hi trq>licate in serum-free medium (Basic Media from Cell Systems contamiog 0.1 % 
& BSA) at 20,0)0 ceils/well of a 48-well plate. Cells were ixurubated for 5 days wilh 200 or 400 i^ool 
J5 VEGF-B-IgG, lOOng/ml VEGP, 20 ngM basic FGF, orno addition. 

Wl Sunrival was 2-3 times greater with VEGP-E as con;)ared to la(± of grow^ VEGF 

^ and basic FGF were included as positive controls. 

^0 E?CAMPLE9i : Jsoladon of cDNA Qones Encoding P nmfln ram^y 

Apn^et8iye;q>ressedsequeiK:etag(EST)DNAdatd>aseOUDE^£Q^,kcyt^ 
Alto, CA) was searched and an EST (#2243209) was ida:itified wbisii showed homology to the DrasophOa Toll 
proteiii. 

Based on the EST, apahrofPOK. primers (forward and reverse): 
25 TAAACJACCCACICreTGAOCG (SEQ ED NO:499) 

ATCCATGAGCCTCTGATGGG (SEQ ID NO: 500). and 
a probe: 

ATITATGTCTCGAGGAAAGGGACTGGTrACXAGGGCAGCCAGTTC (SEQ ID NO: 501) 
were synthesized. 

30 mRNA for constmctkm of &e cDNA libraries was isolated firom human placenta tissue. The cDNA 

libraries used to isolate die cDNA cloi^ were constructed by standard n^^Oiods using commercial]^ available 
re^ientssudi as those &omlnvitrogen, San Diego, CA (Fast T^ack 2). The cDNA was primed with oUgo dT 
OHitaining a NotI site, linked with blunt to Sail hemikma&ed ad^m»:s, cleaved widi NotI, sized appropriately 
by gel electrpi^resis, and cloned in a defii^ orientation into die cloning vector pCR2.1 (Invitrogeo, hic.) 

35 ushig regents and protocols from Ufo Technologies, Gaiiher5burg,MD(St9»^ The 
double stranded cDNA was sized to greater than 1000 bp and the cDNA was dooed into BamHI/NotI cleaved 
vector. pCR2.1 is a cornmercially avaital>leplasmid, desig:»dfor easydoningof PCRfragmaits, tha^ 
An^R and KanR genes for selection, and LaCZ g^ for blue-white selection. 
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In Older to screen several libraries for a source of a iulMoigth done, DNA finom the Hbraries was 
screened by PGR anq>liOcatkm with the primer pair ideo^ A positive library was then used to 

isolate clones encoding the PR0285 gene usii^ the probe oligonucleotide and <n£ of die PGR primers. 

A cDNA clone was sequenced in entirety. The entire nucleotide sequence of DNA40Q21-11S4 
(encoding PRQ2&S) is shown in Figure 208 (SEQ ID NO:495). aaneDNA40Q2MlS4 contains a 8ing;ieopai 
S reading fi:an^ with an apparent translational initiation site at nackodde positions 61-63 (Figure 208). The 
predicted polypeptide ptecorsor is 1049 anuno adds long, inchi^ng a putative signal peptide at amino 
positions 1-29, a putative transmembiaxtt domain b^ween amino acid p^^ 

pattern at amino add positions 132-153 and 704-72S, respectively. It is iioted that the fndicflted boundaries are 
ai^ximate, and the actual limits of die indicated regions ini^difr^ OoneDNA40Q21- 
10 1154 has been dq)0sited with ATCC (designation: DNA40021-1154) znd is assigned ATCX! dqxmt no.209389. 
Q Based on a BLAST and FastA sequence aUgnmeot analysis (using the ALIGN con^mter program) of 

^ the M*length sequence is a human anabgue of d^ Drosophik Toll protein* and is tomologous to die followiag 
human Ton i^oteins: Tolll (DNAX# HSl^540-l» which is identical widi the ramiom sequenced full-l&igdi 
^ cDNA #HUMRSC786-1); Toll2 (DSAXM HSU8S878-1); Toll3 (DNAXiSr HSU88879^1); and TolK pNAXf 

1^5 HSU88880-1). 

m 

3 

a 

^ Emff^B 92: i^mm 9f 9PM Qm^ Vmrni^ Bmm mrm 

^0 A prcprietary expressed se^ience tag ^ST)DKA database (IJFESEQ^^ 

M ' AIto» GA) was seardied and an EST (#694401) was idartified which showed homology to the Drosophila Toll 
protdn. 

Based on die EST, a pair of PGR primers (forward and reverse): 
(KXX3AGACAAAAAGGTTCTCG (SEQ ID NO:502) 
25 C:ATCXATGTTCrCATGCATTA(5CC (SEQ ID NO: 503), and 
aprc^: 

TCXSACAACCTCATGCACSACKIATCAACCAAAGCAAGAAAACAGTATT (SEQ ID NO: 504) 
were syndiesized. 

mRNA for constiucdonofdiecDNA libraries was isolated from hmnanp^^ ThisRNAwas 
3 0 used to generate an oligo dT primed cDNA library in the vector pRK5D using reagents and protocols from Life 
Technologies, Craidiersburg, MD (Siq)er Sctx^ Plasmid System). pRK5D is a doning vector that has an sp6 
transcnpdoninitiatian site followed by an Sfil restriction enzyme site precedipg the XhoI/NotI cDNA doniQg 
sites* The cDNA was primed with oligo dT containing a NotI site, linked widi bhmt to Sail hemikinased 
ad^)lors, deaved widi NotI, sized to greater dian 1000 bp appropriatdy by gd dectrophoresis, and doned in 
35 a de&ned orientation into XhoI/Noa*deavedpRK5D. 

In order to screen several libraries for a source of a foU-length doxe, DNA from the libraries was 
screened by PGR anq)Mcationwidi the PGR primer pair id^xtifledal^ A positive liinary was then used to 
isolate clones encoding die PR0286 gene using die probe oligonudeotide i&ndfied above and one of the PGR 
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pninexs. 

A cDNA clone was sequenced in miie^. Hie entire nucleotide sequoice of DNA426€3-1154 
(encoding PR0286) is shown in Figure 210 (SEQ ID NO:497}. Clone DNA42663-1 154 contains a singje open 
reading firame wifh an apparent ttanslational initiation site at nucleotide positions 57-59 (Rgure 211). Tbe 
predicted polypeptide precursor is 1041 amino adds long, fncludfng a putative signal pQ>tide at amino add 
J positions l-26t a potential transmenibrane doiipfl^^n at amino add positions 826-S48, and loidne z^iper pattecos 
at amino adds 130-151, 206-227, 662^; €69-^ and ^3^14, lespectivd It is noted tbattte indicated 
boundaries are qsproximate, sod die actual limits of tiie indkated regions migbt differ a few amino adds. 
Qone DNA42663- 1 154 has been dq)osited widi ATCC (designation: DNA42663-1 1 54) and is assigned ATCC 
deposit no. 209386. 

10 Based ona BLAST and FastA sequence alignment anafysis (using the ALIGN conpiter program) of 

ttie fuH-leqgdi sequence of PRQ286, it is a hnman analogue of die DrosopMIa Toll protdn, and is bomologous 
^ to die Mowmg human Toll proteins: ToUl (DNAXM HSU88S40-1, whidi is identical widi die larxiom 
* 8equenoedfun-lengdicDNAimJMRSC786-l);ToIi2^^ 
m and ToU4 (DNAXifiF HSUS8SgO-l). 



EXAMPLE 93: NF-kB Assay for PR02S5 and PRQ286 
M= As the Ton p]i)tdns signal throu^ die NF-KBpadn?^,tbeirl)i^^ 

kB assay. In dds assay Jnrkat cells aie transiendy transacted xssing LQwfsctamine reagent (Gibco BRL) 
accordipg to die manufacturer's instructions, Iftg ptB2XLuc plasmid, confalmng NF-icB-driven luciferase gene, 
is contransfixted widL 1/ig pSRoN eaqiression vector wid^ 

F6r a positive control, cells are treated widi PMA (phorbol no^ris^I acmte; 20 ng/ml) and FHA 
^ytohaemaglntinin, 2/ig/m]) for diree to four hours. Cdls are lysed 2 or 3 dsys later for measurement of 
25 ludfa:ase activity usmgieageiits from Promega. 

EXAMPLE 94 : Isolation of cDNA Clones Encoding Human PR0213-L FRO!330 and PR01449 

A consensus DNA sequaue was assembled rdative to other EST sequences using phr^ as described 
in Example 1 above. Ibis consensus sequem^ is herein designated DNA28735. Based on die DNA28735 

30 consensus sequence* oligonucleotides were syndiesized: 1) to idemify by PCR a cDNA library diat contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-leogdi coding sequence for 
PR0213-1, PRO1330 ami/or PR01449. A pair of PGR primers (forward and reveise) were syndiesized: 
forward PGR nrimef 5'-TGGAGCAGCAATATGCCAGCC-3' (SEQID N0:511) 
reverse PGR Primer S'-TTTTOIACrCCTGTOGKXn^ (SEQ ID NO-^12) 

35 Additionally, a symh^c oUgonuclec^ide hybridization probe was constructed &om the ccnssensus DKA28735 
sequence which had dse following nudeodde sequence: 
hybridization t>robe 

S'-GGTGACACTKKXAGTCAGATGTGGATCi^ (SEQ ID NO:513) 
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la order to screea seyend librari^ for a source of a full-leagth done* DNA from the libranes was 
scimiedby PCRaniplificatiDnwith^PCRpzi^ A positive Ubraiy was then used to 

isolate clones eocoding the PR0213-1 , PRO1330 and/or FR01449 gene using ^ probe oligonucleotide and cfoa 
of file PCR primers. RNA for construction offiiecDNAlitoarics was isolated fi^ 

DNA sequencing of the clones isolated as described above gave the fiiE-lengQi DNA sequeooe eocodipg 
5 PRQ213-l.PRO1330and/orPRO1449PNA309431-1163-l(SEQmNO:m 
NO:507) and DNA64908-1 163-1 (SEQ ID NO:509), respectively!. 

TlieentixenudeotidesequeiK^es conrespon^ 163-1 (SEQID NO:5a5), DNA64907- 

1163-1 (SEQ ID NO:507) and DNA64908-1163-1 (SEQ ID NO:509), xespectivdy. DNA30943.1163. 
DNA64907-1 163-1 and DNA64908-1 163-1 oontahi a sm^ open readii^ frame with an i^^iarent transladooal 
10 initiation site at nucleotide positions 336-338» 48&490 and 326-328, respecttveTir, and endhig at the ^p codon 
at nucleotide positions 1221-1223* 1307-1309 and 1145-1 147, req»ectiv^y (Figures 212, 214 and 216). Tlie 
^ predictedpolypepdde precursor is 295, 273 ai»l 273 amxoo adds IcH^g. xespecdveiy (Figures 213, 215 and 217). 
N DNA30943-1-1163-1, DNA64907-1 163-1 and DNA64908-1 163-1 have been d^ted with ATCC and are 
^- assigned ATCC deposit no. 209791. 203242 and 203243, respcctivdy. 

S-S Analysis of the anuno acid sequence of the foU-Iengdi PR0213-1 polypeptide suggests diat a portion 

U1 of it possess significant tomology to die human growth arrest-spedfic gene 6 protein. More q)ecifically, an 
y, analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced significant homology betwem die 
□ PRQ213 ammo add secpience and the foUowmg Dayhoff sequences, HSMHC3W5Aj5 and B48089« 
^ AddMonal anal^ of die amhK) add sequence of the M-tenglh PRO1330 and FR01449 poIypq>tide 

^0 tndicafcs slgnfficant identity wifli notch4. MorespedficaIIy,anana^isoftheDa^ffdataba5e(ver8ion35.130 

SwissProt 35) evictosced sigoificaxa identity between PRO1330 aiKl die foflowing D^luff sequences, I>86S66_1 

andNEL_HUMAN. 

EXAMPLE 95: Isolation of cDNA aone^ Enon^jfi^ ffumfln PRQ2QR 

25 A rPNA isolated in thft Rmylase f^myn ^ffftcrihfd in Example ? flhnvA iff h^n 4effignm<^ PNA^^i^^ 

(Bgure220;SEQIDNO:516). ThesequaiceofDNA26832 was then used to sean^e3q;xressed sequence tag 
(ESI) databases. The EST databases inchided public EST databases (e,g., GenBank) and a propri 
database (LBFESEQ™, Incyte Ptmrmaceutkals, Palo Alto, CA)* The search was perfonned using die con^nita: 
pmpTflm BLAST orBT ACT2 rAlffitml et al.. Mpihnds In KnrymftlftfrY ^fYfi! 469-480 1109^^, Tbose COnqmrisonS 

30 resulting in a BLAST score of 70 (or in some cases 90) or greater diat did not encode proteins were clustered 
and assembled into consensus DNA sequences wxdi die program 'phr^** (Hul Green, Univmity ofWashington, 
Seatde, Washington; bttp://boz»naxLmbt«washxngton.edu/phr^.docs^^^ 

A consensus DNA sequence was assembled relative to other EST seqi^K:es using phr^ Aconsensus 
sequence was determii^, wt^sh was dien extended using repeated cydes of BLAST and phr^ to extend the 

35 consensus sequence as far as possible iising the sources of EST sequences discussed above. The extended 
assemtdy sequence was designated DNA35861 JBased on the DNA35S61 conseisus sequence, oligoxmcleotides 
were syndiesized: 1) to identify by PCR a cDNA library diat contained d» sequence of interest, and 2) for u^ 
as probes to isolate a clone of the full-kngdi coding sequence of PRQ298. Forward and reverse primers 
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geoerally taog^ from 20 to 30 nucle^^ 

inleqgtli, probe sequau:e is typically 40-SS bp in leo^ la some cases, additioualoligoxiudeotidesaie 
sy n tfae si zed vfben tbe consensus sequeooe is greater tiian about l-LSIdyp. In order to soeen several libraries 
for a fidi-la^;fli done, DNA from the libraries was socened by PCR amplification, as per Ausubd et al„ 
Cunent Pmtocols in Molecular Biology, wifli the PGR prin^ pair, A positive library was used to isolate clones 
oicoding the gene of interest using the probe oligonudeotide and one of die primer pairs. 

PCR primers (forward reverse) ard a hybridization prcbe were synftiesized: 
forward PCR orimCTl CAACGTGATTTCAAAGCTGGGCrC (SEQ ID NO:517) 
forward PGR Primer 2 GCCTCGTATCAAGAATTTCC (SEQ ED NO:518) 
forward PCR Primer 3 AGTGGAAGTCGACCTOCC (SEQ ID NO:5I9) 
reverse PCR Primer 1 CTCACCraAAATCIUrCATAGCCC (SEQ ID NO:520) 
l^fiHtr^tirmpmhP J OGCAAAACCCATTTTXXXJAGCAGGAAT^^ 
(SEQIDN0:S21) 

In Older to screen several Ebraries for a source of a fuU-lengdi cl<Hie, DNA firom &e Hbraii^ was 
screened by PCR amplification wi& die PGR primer pair identified above. Apo^velilmuy wasdiennsedto 
isolate clones, encodixig the PRQ298 gene using the probe oligonucleotide and one of the PGR primers. 

RNA for construction of the cDNAlibFaries was isolated fiom human fo^ The 
cDNA libraries used to isolated the cDNA clones were constructed by standard n^ethods using commercially 
available reag^ sudi as those from Ihvitrogen, San Diego, CA. The cDNA was primed with oUgo dT 
contaming a site. Indeed widibhmt to SaUhmukn^^ cleaved Willi NotI, sized Q)propriately 

by gd electrc^dioresis, and cloned in a defined orientation hito a suitable ckHUQg vector (such as pRKB or 
pRKD; pRKSB is a precursor of pRKSD diat does not contain the Sfil site; see, Hbhnes ^ al., ScietKe> 
^:1278-1280 (1991)) m &e unique Xhol and NotI sites. 

DNA sequendpg of the dones isolated as described above g^ the fuH-lengdi DNA sequeise for 
PR0298 (herein designated UN(J261 [DNA39975-12101) (SEQ ID NO:514), and the derived protein sequence 
for PR0298 (SEQ ID NO:515). 

The entue nucleotide sequence of UNQ261 (DNA39975-12I0) is shown in Figure 218 (SEQ ID 
N0:S14). aoneDNA39975-1210oontaim a sii^e open reading frame with aai^)pareattnu^ 
site at nucleoddepositi(»is 375-377. Tlie predicted polypeptideprecursor is 364 ammo snnds long, nieprotein 
contains four putative transmembrane domains between amnio add positions 36-SS (type n TM)» dSM, 188- 
208, and 22S>-24S, respectively. A putative N-linked glyoosylation site starts at amino acid position 253. In 
addition, die following features have been identified in Hie proteui sequence: cAMP- aiKl cGMP-depeodent 
protein kinase phosphorylation site, staztmg at position 8 ; N-myristoylation sites starting a position 1 73 and 262, 
respective^; and a ZP domam between amixu) add positions 45-60. Clone DNA39975-1210 has been deposited 
widi ATCC (April 21 , 1 998) and is assigned ATCC dqwsit nD.209783 . 

EXAMPLE 96 : Isolation of cDNA Qones Encoding ^<^?7 

A cDNA sequence idendfied in die amylase screen described in Ebcample 2 above is herein designated 
DNA42301 figure 223. SEQ ID NO:524). The DNA42301 sequoice was tttm compared to other EST 
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sequences usii^ ^fixrap as described in Bxmplc 1 above and a cooseosus sequeoce designated herein as 
DNA28761 was ideod&d. Based on this CQDsensos sequence, oUgonucleoddes were synthesized: 1) to identify 
by VCR a cDNA. library Aat, contained the sequence of interest, and 2) for use as probes to isolate a'done of 
the fuU-length coding sequence* In order to screen several libraries for a source of a fuQ-leogth done, DNA 
from tiie libraries was screened by PGR an^liCcation widi the PGR prinier pair ideaitified above. A positive 
Ubraiy was 1h^ used to isolate dones encodii^ the FRQ337 ^ne using th^ 
the PGR primers. RNA for a>nstnK:ti0n of the d>NA. libraries was isolated ficomhmn^ 

A cDNA done was sequenced in its entiiety. lheMlIeag]thnudeotidesequeiK:eofDNA43316-1237 
is shown in Figure 221 (SEQ ID NO:522). Qone DNA43316'1237 contains a shsgle open reading &ame with 
an t^iparent translational initiation site at mideodde positions 134-136 (Figure 221; SEQ ID NO:522). The 
predicted polypeptide precursor is 344 amino acids long. Gone DNA43316-1237 has been deposited with 
ATCC and is assigz^ ATCC deposit no. 209487 

Based onaBIAST-2andFastAsequeiu:eaUgDmentanalysisof die 
amino add sequence identity to rat neun^Eimm^%). 

EXAMPLE 97: Isolation of cDNA Oones EncoHl«f^ TTtimsm PPfVtm 
Introdoction: 

Human ^ronotbopoietin (THPO) is a glycosylated hormone of 3S2 ammo adds consistii^ of two 
domains. The N4erminai domam, sharing 50% similarity to eiydiropoi^in, is responsible for the biological 
activity. The C-(^minalregion is required for secr^ion. The gene £[^thrombc^ietin (THPO) m^qps to hom^ 
chioixu)8cme 3427-^^ where the six exons of this gene q)an 7 Id^ 

al.. Genomics 26: 636-7 (1995); Ftoer et al„ Ptoc. Nad. Acad. ScL USA 91: 13023-7 (1J»4); Gumey et al.. 
Blood 85: 981-988 (1995). In order to detenninewhedieribetcweie any gei^enoodrng THPO homoto 
located in close proximity to THFO» genomic DNA fragments from tiiis region were identified and sequenced. 
Tliree PI dones and one PAC clones (Genooae Systems Lie., St Louis, MO; cat Nos. Pl-2535 aiwl PAC-6539) 
mxmqussmg die THPO locus were isolated and a 140 Id) region was sequenced using the ordered sho^ 
strategy(Cheaetd.» Comics 17: 651-656 (1993)), coqpledwidt a PCR-basedgs^ filling i^roach. Analysis 
reveals diat the region is gene-rich with fom additional genes lo^ 

receptor type 1 associated protdn 2 {TRAF2) and doz^tlon initiation factor gamma (eIF40, diloride channd 
2(GIX:N2)andRNApolynierasensubunitfaRPB17. While no THPO homolog was found in die region, four 
novd genes have been predicted by con^ut^-assis^ gene detection (GRAIL)(Xu et al.. Gen. Engin. 16: 241- 
253 (1994). die presence of Q)G islands (Cross, S. and Bird, A., Curr, Genet & Devd. 5: 109-314 
(1995), and homology to known genes (as detected by WU-BLAST2.0XA]tsdiul sad Gish, Mediods Bnz^moh 
266: 460-480 (1996) (ht^p://blast.wusd.edu/Wast/READMEiitml), 
Procedures : 
piandPAQ9lgR?ff: 

The inidal human PI done was isolated from a genomic Pi library (Genome Systems Die,, St Louis, 
MO; cat no.: Pl-2535) somied widi PCRprimers designed from die THPO gencmiic seqaenoe (AX. Gumey, 
etal., Blood 85: 981-88 (1995). PGR primers were designed from the end sequences derived &om this PI d^ 
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were then used to scieea PI and PAC libraries (Genome Systems, Cat- Nos.: Pl-2535 & PAC-653?) to identify 
overlapping clones (PACl , pl.t, and PI .u). Tbe 3'-end seqitence from PACz was used to define the primers 
used tot the soeeniog of a human BAC library (Genome Systems Im:., St. Louis, MO; Cat. No.: BDTW- 
4533A), 

Ordered Shotgun Strategy: 

The Ontoed Shotgun Strategy {OSS) (Oxsn et al. , Genomics 17: 651-656 (1993)) involves mapping 
andsequaicingofIaigegeiK)micDNAdoiieswiilialuerar Ihe PI or PAC clone was sonicated 

and the fragments subcloned into landxia vector (IBtuestar) (Novs^en* Im:., Madbon, WI; cat no. 69242-3). 
The lambda subdone inserts were isolated by lOQg-range PCR ^ames» W. Proc. NaU. Acad. Sd. USA 91: 
2216-2220 (1994) and the ends sequenced. The lambck-emi sequences were oveds^iped to create a partial nup 
ofdieori^naldone* Tlioselanibda clones with overlying end-sequences were idoitifie^ 
hxto a plasmid vector ^UCIS or pUC19, Hoefer Pharmacia Biotech, Inc,, San Francisco, CA, CaL Kos. 27- 
4949-41 and 27*4951-01) and the ends of die plasnoidsubdones were sequenced and asseni!^ 
contiguous sequeiu^e. This directed sequencing strategy mmfmizRs die redimdaffly required wtale allowing one 
to scan for and concentrate on interestix^ regions. 

In order to define b^ter d£ THFO locus and to seardi for other genes related to the bemalopoietin 
family, fivegenondccloi^ were isohted from diis region by PCR screening of 1^^ and PAC Ubraries 
(Genome System, Inc., Cat. Nos.: Pl-2535 and PAC-6539). 

The sizes of Hie genomic fragmofits are as follows: Pl.t is 40 kb; Pl.g is 70 kb; Pl.u is 70 kb; PACz is 200 
kb; and BAC.1 is 80 Id). Af^ximately 75% (140 kb) of tte 190 kb g^iomic DNA re^on was seqi^iced by 
ite Ordered Shotgun Strata (OSS) (Qienetal., Genomics 17: 651-56(1993), and assembled into condgs usii^ 
AutoAssen^bleiTKf (Applied Biosystems,Peddn Elmer, The preliminary 

order of &esecQntigs was detennizied by manual analysis* There were 47 contigs the 140 kb re^n. APCR- 
based approach to ordering the condgs and fining In the gaps was employed. The followhig summarizes die 
nuznber and sizes of &e g^. The 50 kb of sequence unique to BACl was sequenced by a total shotgun 
spprosch widi a ten-fold redundaiK^. 
Size of gap number 
<50bp 13 



DNA seouepcing : 

ABIDYE-primerTM chemistry (FE Applied Biosystems, F^ter C^, CA; Cat- No,: 402112) was used 
toexid-sequencethelanibdaaiKlplasniidsubclones. ABIDYE-tBnninalecTMd2eaiistry(P£^}pIiedBiosystans, 
F6st» Q^, CA, Cat No: 403044) was used to sequence die PCR products widi di^ 
Iliesequem^es were collected widi an ABBTZlnstnunent. Fdr P(IR products larger dianlld)»walkmg primers 



50-150 bp 
150-3001^ 
S00-10(»)bp 
1000-5000 bp 
> 5000 bp 



7 



7 



7 



2 ((15,000 bp) 



10 
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were used. The sequ«ices of canOgs gaierated by the OSS strata in AutoAssemblerTM (PE Applied 
Biosystems, Foster atjr, CA; Cat Nor 903227) and fee gap-ffllipg sequea^ipg trace m 
SequencteTM (Gene Codes Qnp., Ami Alter, MI) for overi^^ The sequences genrated by 

fee total shotgun strat^ were assembled using Phxed and Plir^ and edited using Consed 
0it5)://chinKra,biotcciLwashii^n.edu/uwgc4>n>je^ and GFP (G«ionK Reconstructiott Manage for 
5 Vbrsp), vetsira 1.2 0il5>://stDrk.ceIIb.bcm,tmc.edu/gi5>/). 
PCR-Based can fining Stratftpiy 

Primers were desigcKd based <m fee 5 and 3 ' -end seqoeiced of each contig, avoiding repetitive aiKl 
low quality setpicnce regions. ABprin^rB were designed to be 19-24-merswfe 50-70% G/C content OUgos 
were synthesized and gd-purified by standard m^xods. 
10 Since fee orientatiOT and order of fee contigs w«e unfccwwn, pcmaitations of the primers were used 

p in the an9)Iification reactions. TVoPCR lots weie used: fct, XL PGR kit (PferfcinEIm» 
^ No.: N808Qai5), wife extension times of approximately 10 minutes; and second, the Taq polymerase PGR kit 
V] (<¥agen Inc., Valencia, GA; Cat No.: 201223) wasusedunderhigJistringeiH^ conditions if smearedorniult5)le 
^ iwoducts were observed wife the XL PGR kit The main PGR product from each successful reaction was 
1^5 extracted ftom a 0^% low melting agarose gel and purified wife the GenedeanDNA Purification kit pri^ 
in sequencing. 
Analysis : 

p Tte identification and charactttizatkmofcoding regions was carried cm as f^^ First, repetitive 

U sequences were masked using RepeatMasker (A.F.A. Smit & P. Green, 
ptO ht^://fip.genome.washipgttm.edu/RM/RM_detailsii^ whicbscreens DNA sequences inFastAformatagainst 
H a library of rq)etitive elements and returns a masked query sequence* Repeats not masked were trfwififip^i by 
oonqjaring fee sequence to the GenBank database using WUBLAST2,0 [Altsdhul, S & Gish, W., Mefliods 
Emgonol. 266: 460480 (1996); lit5)://bIasi.wusti.edu/blast/README Jitml] and were masked manually. 

Next, known genes were revealed by conq>aring fee gerK»nic regions against Genentedi's protefai 
25 database using the WUBLAST2.0algoritimi and feenamwtaled by ali^^ 

for eacb geiw. re^ectively, using a Needleman-Wuncb (Needleman azKl Wunsch, J. Md. BioL 48: 443-453 
(1970) algoritimi to find regions of local ideotity between sequences. The strategy results in detection of all 
exons of the five known gen^ in the re^on, THPO, TRAP2, eIF4g, CLCN2 andURPBl? (see below). 

30 Known gmes 

eukaryotic translation initiation &ctor 4 garnim 

feirombopoietin 

cfaloride chamid 2 

TNF receptor associated protein 2 
35 RNA polymerase II subunit hRFB17 

Finally, iKnrel transcription units were predicted usx^g a nunib^ islands^. Gross 

& find. A., Gurr, Opin. GtasL Dev. 5: 109-3 14 (1995) islands were used to define promoter r^ns and were 



Mappositiqp 
3(^-qter 
3^26^ 
3<f26-qter 

not previously mqjped 
not previously mapped 
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identified as dusters of sites cleaved by eoasymes recogDizuoig GC-ricfa, 6 or S-mer palindiomic sequences (NotI« 
Narl, BssHn, Xhol. CpG islands are usually associated ynSi prontoter re^oas of genes. WUBLAST2.0 
analysis of short gCKuumc legiom (10-20 kb) versus GeoBank revealed matdies to ESTs. The individual EST 
se<pieQces (or where possible, their sequence chiomatogram files) were r^rieved and assembled wiib Sequencer 
to provide a theoretical cDNA sequence (DNA36443}. GRAIU(ApoComlQc.,Knoxville,TN,commai:dlu^ 
5 version for die DEC alpiia) was used to predict a novel exoo. Ibe five kix)wn gex^s in dse region served as 
internal controls for (he success of the GRAIL algoriOmL 
Isolation: 

A partial endothelin converting enzyme-2 (EC&-2) cDNA clone was isolated by first splicing in silico 
tibe ECE-2 exons predicted in tbe genomic sequence to gmerate a iwtadve sequoice (DNA36443). An 
10 oligomicleotide probe: GAAGCAGTGCAGCCAGCAGTAGAGAGGCAOnXKrrAAGA) (SEQ ID NO:530) 
Q was ^signed and used to screen a human £elal small intestine library (UBllO) and internal PGR primers 
^ (36443fl) (ECE2.fcAaK:AGCTGGAGCTGGTCTrAGCA) (SEQ ID NO:531) and (36443rl) (ECE2.r) 
v5 (GGTACTGGACOCCTAGGGCXIACAA) (SEQ ID NO:532) were used to confirm clones hybridizing to the 
K probe prior to sequencmg. One positive clone was cbtab^d, however this cDKA (DNA49830) rqaesented a 
'^5 partially spliced transcript containing s^ipropriately s^diced exons 1 diroug^ 6» followed by intron 6 sequence, 
in TheoligodTprimeramiealedtoapolyA-stretdiwidiinanAIuelernentprese^ An additional ECE-2 

f. cDNAftagmentpNA49831) was obtained by PGR fixmi a Inmanf^ 

p designed famfhe presumed cDNA sequence [36443f3: CXnax::AGCOGAGACCAGrGG (SEQ ID NO:533) 

^ and36443r2:(K}TCCTATAA(KKKX:AA(LVCC(SEQIDNO:5W^^^ This PGR prwiua extended from exon 

\n 

•h20 13 into the 3* untranslated region in exon 18. 

M A M Ifpgdi <mdofhelTff cr*r^vftrHng emyme 1 (KCE-2) cDNA done (DNA5S80Q'1263) was isolated 

£nHn an oligo-fTi^riniediumian fetal Inain library RNA from human fetal brain tissue (20 weeks gestation, 
#2S3005KSRC175) was isolated by guanidine thiocyanate and 5 Mg ^ised to generate doable stranded cDNA 
which was cloned into the vector pRK5E. The 3' -primer 
25 (fKSACTAGTICrAGATaKXJAGCGGCCXXXXrm (SEQ ID NO:535) and the 5 -linker 

^jCXjGACGCXJTGGGTCGA) (SEQ ID NO:53Q were designed to introduce Xhol and NotI restriction sites. 
Thelibrary was screened with PO^ primers P6443pcxfl: CXKK^ 

and 36443r3: (KX:AGA(nXXTrCCTAT(KK5 (SEQ ID NO:53g)l designed fiom the partial human EC&-2 
cDNA sequences (DNA49830 and DNA49831). PGR products were cloned into die vector pCR2.1-T0P0 
30 (Ihvitrogen Corp.. Carlsbad, CA, Cat No. K450M1) and sequenced wilii DYE^terminator chemistry as 
described above. 

EXAMPLE 98 : Northern Blot and in situ RNA Hvbridizat i>" Anaiycfg for PRO403 

B^qnession of FRO403 mRNA in human tissues was ^camined by Northern blot analysis* Human 
35 polyA+ RNA blots cterived ftom human f^ and adult tissues (Qontech* Palo Alto, OA; Cat Nos. 7760-1, 
7756-1 and 7755-1) were hybridized to a I32P-a]dATP-IabeUed cDNA fragments from probe based on tiie full 
length PRO403 cDNA. Blots were incubaled with &e probes in hybridization bufGer (5X SSPE; 2X Denhardt's 
solution; 100 mg/mLd»iatured sheared salmon spennDNA; 50% formamide; 2% SDS)f6r 18hoursat42°C, 
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washed to hi^stni%eiu;y(0.1XSSC> 0.1% SDS»5(fQ^ llie blots were develcrped after 

overnight e]q>03iire by pliosphonmagqa: analysis (Fuji). 

PRO403 mlWA transcripts were detected. Analysis of the expression pattern stowed Aestroogest 
signal of the expected 3.3 kb transcr^ in adult brain (highest m fhe cereheHi^, pntamftn, tttft<1pHft^ ^tm^ ftmiporft] 
lobe, and lower in die cerebral cortes^ oocq)ital lobe and frontal lobe), ^inaloord, hmg and pancreas and higher 
levds of a 4.S lb transcrqit in f&sl brain and ladney . 

E?CAMPLE 99 : Use of PRO Polvpendde-KncnHhiy ^ . |etc Acid as Hybridization Probes 

The foUowing method describes use of a niK^leotide sequence encoding a PRO polyp^ftide as a 
hybridization probe. 

DNA comprising the oodiog sequence of of a PRO polypeptide of interest as disclosed heiehi may be 
en^yed as a probe or used as a basis from which to prepare probes to screen for homologous DNAs (such as 
those m:oding naturallyHxxwring variants of the PRO polypqpt^) in human tissue cDNA libraries or human 
tissue genomic libraries. 

Hybridizaticm and washing of fihers containing eidier library DNAs is performed under die following 
higb^rhagency conditions. HyluidizationofradiolabdedPROpolypeptide-encodingniKldca^ 
to the fOters is performed in a sohition of 50% formamlde. 5x SSC, 0.1 % SDS» 0.1 % sodmm pyroplio^diate, 
50 mM sodium phosphate, pH 6*8, 2x Denhardt's sohition, and 10% dextran sul&te at 42^ for 20 tours. 
Washing of the filters is perfbnx^ in an aqueous sohidon of O.lx SSC ai^ 0.1% SDS at 42°C. 

DNAs having a desired sequeiKre identiQr widi the DNA eiKoding full-leng^ native sequence PRO 
polypeptide can ihen be identified using standard techniques known in tto art. 

EXAMPLE 100: Expression of PRO PolvDeotides in E. coli 

This exan^Ie illustrates prq»aration of an ung]tycos:^ated form of a desired PRO polypeptide by 
recombinant e;qnession In £. coU. 

The DNA sequence encoding die desired PRO polypeptide is initialiy an^lified using sdecced PC^ 
primers* The primm should contain restriction enzyme sites which correspond to tto restricdon enzyme sites 
on the selected expression vector, Avari^ofeTqoessionvectorsmaybeen^loyed. Anexan^leofasmtable 
vector is pBR322 (derived from £. coU; see Bolivar et al., (kne. 2:95 (1977)) which contaios genes fbr 
anq>icillin and tetracycline resistance. Tto vector is digested widi restriction en^me gnf^ d^itosphorylated* 
Tto PCR an^ilified sequences are then ligated iiito die vector. Tto vector win preferably include sequences 
^^lich eiK»de for an antibiotic resistance gene, a trp promoter, a polyhis leader (including tto fira six STU 
codons, polyhis sequence, andenterokinase cleavage site), tto specific PRO polypqrttde codmg region, lambda 
transcripticmai tennmator, arid an argU gene. 

Tto ligation mixture is then used to transform a selected £. cai2 strain usiqg die methods described in 
Sambrook et al. . srora . Transformants are identitoi by their ability to grow on TJB plflfga and flnti^ iQti^* rPSiStant 
colcmies are dien selected. Plasmid DNA can to is<^[ated and confirmed by restriction analysis and DNA 
sequendng. 
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Sdecl)ed dcn^ can be grown overnight in Uqdd 
antibiotics. The ovenu^ culture may subsequeiidy be tised to inc^^ The cells aie 

dien grown to a desired optical densi^, duripg whidi die expression prcsnoter is tun^ on. 

After culturing the cells for several more hours, tiie cells cm Thecell 
pellet <Atained by the ceotrifugation can be solobilized us^ 

5 FRO polypeptide can then he parifigd iialng st nwffl! rhrf^^ng cntttmn iimW gymHtfiAiya fhf^f flllffW H gl^t hirylfng 

ofdieproteitt. 

PR0181. PR0195, PRQ200. PR0237, FRQ273, PRO540, PR0322, PRO1017, PR0938, PROI62, 
PR01114, PRO827andPRO1008 were eqMessed in £. coff in a poIy-EBs tagged form, usmg die following 
procedure. IlieDNAeiK»dingthePROpoIypqrtidewasimtianyaii5)n Hie 
10 primers contained restriction enzyme sites \diich correspond to the restriction en^noie sites on die selected 
expression vector^ and other useful sequences providix^ for ^fident and reliable translation initiation, rqrid 
purificationonan^dieladoncohnnn,andproteolyticremovalw^ Hie PCR-anqpiified, poly* 

His tagged sequeiioes were UieaHgated into an expression ve^ coUhost 
based on strain 52 (W31 10 fuhA{tonA) km galB rpo^Qi^iRts) dpP(lacrq). Transformants woe first grown 
|5 in U containing 50 xi^n^Icarbenicillin at 30''C with shaking un^ Cultures 
1 were then diluted 50-100 fold into CRAP media (prqmred by mixing 3.57 g QffH^^4, 0.71 g sodram 
citrate*2H20, 1 .07 g KQ, 5.36 g Difco yeast extxdct, 5.36 g Sheffield hycase SF in 500 mL water, as well as 
I 1 10 mM MPOS, pH 7 J, 0.55 % (w/v) ghcosc and 7 mM MgSQ,) and grown for ap p r o xu nateiy 20-30 hoars 
I at30''CwithshakiQg. Samples were reoK^ved to verify e3q>resslon by SDS-PAGE analysis, 
^0 is centri&ged to pell^ die cells. Cell pellets were frozen until pnrificatinn and refol dm^ 

E. coli paste from 0.5 to I L fenffintatkais (6-10 g pellets) was resuspended in 10 vohimes (w/v) in7 
Mguanidii»,20mMTris«pH8buffer. SoM sodium sulfite and sodimtetradiionate is added to make final 
concentrations of O.IM and 0.02 respectively, and die sdution was stirred ov^3^ This step 

results in a denatured protein widi all cysteine residues blodced by sulfitolizadon. The solution was centrifuged 
25 at4O,0CX)xpmindBeckmanUltracentifi2gefor30min. The siqiematant was dOutedwidi 3-5 volumes of metal 
chelate column buffer (6 M guanidine, 20 mM Tris, pH 7.4) and filtered throi^ 0.22 micron filters to clarify. 
Depending die clarified extract was loaded onto a 5 ml Qiagen Ni-NTA chelate mhmm pq»iii>^tprf in tfy^ 
metal didate column buffer. The cofamn was washed with additional buffer containing 50 mM imMazDle 
(Calbiochem, Utrol gr^), pH 7.4. The protem was duted widi buffe containing 250 mM imidazole. 
30 Fractions contaimng die desired pn)tein were pooled and stored at 4*'C. Protein concentration was estimated 
by its absoxbaoce at 280 mn usi^g die calculated exdncdon coefficient based on its amino add sequence. 

The proteins were refolded by diluting sample sbwly into fiieshly prepared refoldipg bufiOer consistfa^ 
of: 20 mM Tris. pH 8.6, 0,3 M NaQ, 2,5 M urea, 5 mM cystine, 20 mM glycine and 1 mM EDTA. 
Jtefoldiogvdumes were chosen so diat die final protein concentration w^ lOOmicrograms/ml. 
35 The refoldmg solution was stirred gKidy at 4**C for 12-36 hours. The refolding reaction was cpiendbed by die 
addition ofTFA to a final concentration of 0.4% (ipH of ^^proximately 3). Before finAa-poiification of d» 
protein, die solution was filtered dirough a 0.22 micron filter and ac^onitrile was added to 2-10% final 
ooi^entration. The refolded protein was chromatogKphed on a Poros Rl/H reversed phase column using a 
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mobile buffer of 0. 1 % TPA with ehidoxi with a gradi^ of acetonitrile from 1 0 to 80 % . AliqiK>ts of bdctkjm 
with A2S0 absorhance were analyzed cm SDS polyacrylamide gels and fractions containing homogeneous 
refolded protein were pooled. Generally, the properly refolded species of most prc^eins are eliited at the b west 
concentrations of acetonitrile since those species are most oompsct with tfidr hydropltobic interiors shielded 
&om interaction with the reversed phase resin. Aggregated species are usually eiuted at hi|^ acmnitrile 
canceotrations. Inaddrdontoxesolviiigmisfoldedfonnsofpioteinsfixmilhedesi^ 
step also removes endotoxin from the san;>les. 

Fractions conlaimpg the desired folded PRO proteins were pooled and the acetonitrile removed using 
a gentle stream ofnitiogea (Erected at die sohxtkm. Proteins were fornnilaled into 20 nMHepes*pH6.Swilh 
0 . 14 M sodium chforide and 4 % inannitol by dialysis or by gd filtraticm m 
equilibrated in die formulation buffer and sterile filtered* 

Many of the FRO polypeptides described herein were successfully expressed as described above. 

PXAMPLE m: Expr^ion pf FRO PQtVFWfeto m Ml»TPTOtifin C^gTlft 

Ibis exanq>le illustrates pr^aratkm of a g;iycosylated form of a desired FRO polypeptide by 
recombmant esqptression in mammalian cells. 

The vector, pRK5 (see £P 307,247, published Mardi 15, 1989)» is en^loyed as Ihe e}q>ression vector, 
(^onally , the PRO polypepdde-encoding DNA is ligated into pRE5 with selected restriction enzymes to allow 
insertion of the PRO polvpertide DNA using ligation m^hods such as described in Sambrook et al „ sunra . The 
resultmg vector is called pRKS-FRO polypeptide. 

In one embodiment, the sdected host ceils m^ be 293 cells. Homan 293 cells (ATCCCCL 1573) are 
grown to confluence in tissue culture plates in niediumsiK:fa as DMEMstq^ 

qptionaUy, nutria components and/or antibiotics. About 10 jtgpRKS-PRO polypeptide DNA is mixed with 
about 1 ftg DNA encoding tlw VA RNA g)ei» fThhnmqjpayaet al.. Cell. 31:543 (19S2)] and dissolved in 500 
^of ImMTds-HQ, 0.1 mMEDTA, 0.227 MCaQi. To dns mixture is added, dropwise, 500 ;ii of 50 niM 
HEPES (pH 7.35), 280 mM Nad, 1 .5 mM NaPO^, and a prec^itate is allowed to tonn for 10 mhmtes at 25^. 
Thepiedpitateissusp6m!edandaddedtothe293cdlsandaUowedtoseti The 
cdturemediom isaspiratedoff and2mlof20% glycerolmFBSisaddedfor3^ The 293 cells are 

dien washed with smmi free medium, ficeshmedimn is added and die oeDs are incubated for about 5 ds^. 

^){»oximately 24 hours ader the transfecdons, the culture ine 
n^dium (alone) or cdture medium containix^ 200 ;tCi/tnl ^K^st^ After 
a 12 hour incubation, die conditioned inedhim is collected, coiKxntrated on a spin ^ 
SDS gd. Ihe processed gd may be dried and aqposed to fihn for a selected period of time to reveal die 
inesence of FRO polypeptide. The cultures containing transfected ceQs m^ undergo further incubation (in 
serum free medhim) and die n^dium is tested hi selected bioassays. 

In an alteroadve technique, PRO polypq>tide m^ be uxtroduced into 293 cells transiently usmg the 
dextran sulfate mediod described by Somoarvrac ^ al.. Proc. NaU, Acad. Sci,. 12:7575 (1981^. 293 cells are 
grown to maxhnaldensily ma spinner flask and 700 ^gpRK5-PROpolypep^ TheoeOsare 
first concentntfed from die spmnerfls^ by centrifuge TheDNA-<[extranprecq^itate 
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is husibaledcni the oeU pellet for four The cells are treated with 20% gjyoeit)! for 90 sccc^ 
wi& tissue culture niedium, and re-introdoced into die spini^ flask containing tissue culture "w^rfhitn , 5 ^g/ml 
bovine insulin and 0.1 fj^ftol bovine transferrux After about four days, the conditioned media is centrifuged 
and fOtered to remove ceUs and debris. Hie san^le containing ^qnessed PRO polypqytide can then be 
concentrated and purified by apy sdected mediod, such as diafysis a^ 

IhanodKerembodiment,F^Opofypepftidescanbeaqxres^ ThepRKS-PROpolypepdde 
can be tramfected into CHOceQsQSiQglaicrm reagents $^ As d^cribed above, 

the ceU cultures can be incubated, axKi die medhon r^Iaced widi cdture 

a radiolabel siurh as ^S-n2i^hionine. Afterdeterminingdiepresetu^of FROpolype|>tide, thecnltm^n^ 
may be replaced widisaumfteemedni&L Preferably, the cultures are incubated for about 6 days, and di^ 
conditioned medium is harvested. The medium containing die expressed PRO polypqitide can dien be 
concentrated ami purified by any selected mediod. 

E^ilope-taggedPROpoIypepddemay also bee^^ressedinho^CHO cells. The PRO polypeptide may 
besubdonedoutof die pRK5 vector. The subdone insert can lOKieigo PGR to fuse in franie widi a sel^^ 
epitic^tagsudiasapoly-histagintoaBaculovinise}q)iessionvector. Hie poly-his tagged FRO polypeptide 
insert can dienbe siibdoned into aSV40 driven vector containix^ 
of stable clones. FinaUy, dieCHOcenscanbetransfected(asdesaibedabove) 

T^^helmg may be performed, as described above, to verify &q>ressiQn. The culture medimn oontaining die 
ejqiressedpoiy-His tagged PRO polypeptide can then be concentrated and purified by any selected method, sikIi 
as by NP^-chelate afSmty diromatogrq%. 

Stable e>qiression in CHO cdls was perftmned usipg the fcHlowing procedure. Hte proteins were 
e^»essed as an IgG construct (immunoadhesin}, m whidi die coding sequences for die soluble forms (e.g. 
extracdlular domains) of die respective protems were fused to an IgGl constant region sequ^ure containing the ' 
hinge, CHI and CH2 domains and/or is apoly-His tagged form. 

FoUowmg PGR amplification, the respective DNAs were subcloned in a CHO e^qnression vector using 
standard techniques as described in Ausubel a al., Currm Protocols (f Molecular Biology, Unit 3.16, John 
Wiley and Sons (1997). CHO e^qxression vectors are constructed to have ooii^>atiblerestrictto 
ofdie DNA of interest to allow the convoiientshutding of cDNA's. Tbe vector isede^qpression in CHO cells 
is as described in Lucas et aL, Nad. Adds Res. 74: 9 (1774-1779 (1996), and uses die SV40 early 
promoter/enhancer to drive ejqiression of die cDNA of hxterest and dihyd^^ DHFR 
es^ressionpermhs selecdonfor stable maintenance of the plasmid followixig transfection. 

Twelve micrograms of the desired plasmid DNA were introduced into ^^proximately 1 0 million CHO 
cells usii^conmierciallyavaikbletransfoction reagents Scf^erfe^^ Dosper*orPugene*(Boehringer 
Mannheim). The cells were grown axul described in Lucas era/l,sapra. Approximately 3x10*^06115 are frozen 
in an anpde for furdier growdi and production as described below. 

Hie anqniles contahiii^ die plasmid DNA were diawed by placement into water badi and mixed by 
vortexii^. The contents were p^»etted into acentrifoge tube containing 10 mLs of medi^ 
ipm for 5 minutes. The sopernatam was aspirated and the ceHs were resuq^exided in 10 mL of seiecd 
(0.2 /on filtered PS20widi 5% 0.2 /an diafilteredfi^ bovine serum). The cells were dienallquoted into a 100 
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mL spinner containing 90 mL of setecdve media. After 1-2 d^, tibe cells were transferred into a 250 mL 
sitoierffliedvnlh 150 mL selective growfli medium and Afteranottier2-3days. a250mL, 

500 mL and 2(KK)mL spinners were seeded with 3 X 10* cells/mL. The cell media was exdiapged with fresh 
niedia by centrifugation and resuspension in production med^ Alliiough any amtahle CHO media may be 
employed, a production medium described in US PateotNo. 5,122,469, i&sittdJune 16. 1992 was actually used. 
3LiMoductionQannerisseededatl.2xl0^cells/mL. On day 0,te cell number pH were d^imined. Qnday 
1, the spinner was san?)led and spargii^witlimtcred air was comm On day 2, die spinner was sacq)led. 
the tenq^eramre shifted to 33*C, and 30 mL of 500 g/L ghicose and 0.6 mL of 10% antifoam (e.g., 35% 
polydimethylsiloxazie enwlsion, Dow Commg 365 Medical Grade EmulsiDn). Hmni^bout fte production. pH 
was adjusted as necessary to keep at aiomri 7.2. After 10 days, or untfl viability dr<qjpedbeIo^ 
culture was hanrested by oentriftigtion and fateringthrougjh a The filtraie was eitiher stored at 

Q or immediatdy loaded onto columns for purificatioa. 

^ tte poly-His tagged ccMistnicte. the pKrteins w^ 

Beforepurification. imidazole was added totheconditionedmedi^ The conditioned 

^ nffidia was punq)ed onto a 6 ml Ni-NTA column equiUbrated in 20 mM H^. pH 7.4, buffer containing 0.3 
^^5 MNaa and 5 mM imidazole at a flow rale of 4-5 ml/min. at 4°C. After loading, ihe column was washed with 
\jl addiiionalequilibrationbuffoandtheproteindutedwidieqm Hie 
f hi^ purified protein was subsequently desalted into a storage bu^ containing 10 mM Hepes, 0 . 14 M NaOL 
p and 4% manmtol, pH 6.8, wife a 25 ml ^5 Superfine (Pharmacia) column and stored at -SO**C. 
M; 3tamiunoadhesm(Fccontaining)constructsofwerepurifiedfi»mtbe The 

conditioned medium wa? pumped onto a 5 ml Protein A column (Pharmada) which had hem ag nii ihm fa>H m on 
mMNaphosphate buffer, pH 6.8. After toadiog, the cohnnn was washed extensively wife equilihiatio^ 
before elutiott wife 100 mM citric acki,pH 3.5. Theehitedpiotdnwasimn»dialdyi«itralizedbyco 
1 ml fiactions into tubes containhig 275 /iL of 1 M IWs buffer, pH 9. The purified protdn was 
subsequently desalted into storage buffer as described above for fee poly-His tagged protdns. The homogeneiqr 
25 was assessed by SDSpolyacrylamide gels and by N^erminal amino add sequencing by Edman d^radation. 
^toqr of the PRO polyp(^des described herein were successfully 



mmPLE 102 : Expression of PRO Pblvpeptides in Y^^ 

The fallowing mefeod describes reoombhianl eq)ression of a desired PRO polypeptide in yeast. 

First, yeast expression vectors arc constructed for intracellular production or secretion of PRO 
polypeptides fiom fee ADm/GAPDH promoter. DNA encoding a desired PRO polypqttide, a selected signal 
pqrtide and the promoter is inserted mto suitable restriction eizyme sites in the selected plasmid to direct 
intracdlular e^ffession of the PRO polypeptide. For secr^ion, DNA encodii^g fee PRO polypeptide can be 
cloned into fee selected plasmid, togefeer wife DNA encoding fee ADH2/GAPDH promoter, the yeast a^- 
facior secretory signal/leader sequence, and 1^^ 

Yeast cells, such as yeart strain ABllO, can thenbe transformed wife fee ejqnressK^ 
above and cultured in selected fiennentation media. The transformed yeast siqiernatants can be analyzed by 
prec^itatiott wife 10% trichloroacetic acid and separation by SDS-PAGE, foUowed by staining of fee gela wife 
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CoomassieBloe stain. 

Recombnumt PRO polypeptide can sabseqoentfy be isolated and purified by ronoving the yeast cells 
firom the feraoentation medhim by centiifugatioa and &ea concfinfrayiqg tbe tnediiTm usmg selected cartridge 
filters. Tfaie conceixtrate coztfaioiz^ the PRO polypqrtide may fbidier be purified using sdected column 
duomaiDgrqiiiy resins. 

Maxiy of fb& PRO polypeptides described herein wete successfully e^ipressed as described above. 

EXAMPLE 103 ; Expressioa of PRO Polypeptides in BacuIovinis^Mected Insea Cdls 

Tlie foIlawiQgniedKxi describes recombinant e^qpressioa of PRO polypepti&s in Baculovirus-infected 
insect cdls. 

The desired PRO polypepti(te is fused ujistream of an epitope tag contained vidi a bacuiovirus 
expression vector. Sudi qntope tags inchule poly-his tags and inmnuiog^ 

A variety of plasmids may be en^doyed, uKluding plasmids derived &om commerdaSy avaHahle plasmids sucb 
aspVL1393^ovagen). Briefly, the PRO polypq^ or the desiied portion of the PRO po^ype^^ 
the seqoeiffieencodmg the emoeihilar domain of 

complementaxy to &eS* and 3* regions. Ihe 5* primer nmy incorporate fianldng (selecte(Q restriction et^ 

sites. The product is iheii digested wididK>se selected restTKtionenzyni^ 

vector. 

Recombinant bacuiovirus is generated by oo-transfecting the above plasmid and BacdoGold^ virus 
DNA (Pharmingen) into ^odopterufmgiperda ("SS") ceUs (ATCC CRL 171 1) using li^&ctin (ccHnmmialfy 
available fiomGIBCO-BRL)« After 4-^Sd^ of hKubation at 28^ the released viruses are harve^ 
for fudh^ amplifications. Viral ixifectlon and protein expressioa is perfbntxed as descri^ 
Bacuiovirus expression vectors: A laboratory Manual, Oxford: Oxford Univeisi^ Press (1994). 

£7q)iessed poly-his tagged PRO polypeptide can then be purified, for exan^ile, by M^'*'-dieIate affinity 
chromatography as follows. Extracts are prepared firom recomibinant virus-infected Sf9 cells as described by 
Rupert etaL, Nature^ 2^:175-179 (1993). Briefly, Sf9 cells are washed, resuspended hi sonication buffer Q5 
mL Hq)es, pH 7.9; 12-5 mMMgOi; 0.1 mM EDTA; 10% Qyccrol; 0^1% NP-40; 0.4 M KQ), and swucaied 
twice for 20 seconds on ice. The sonicates are cleared by centrifugaticm, and the supeniatam is d 
in loads^ buffer (50 mM phosphate, 300 mM N^, 10% (Hycerol, pH 7.8) and filtered throu^ a 0.45 ^ 
filter. A Ni^'^-NTA agarose coImmi(commerciany available from (^g^ is prepay 
inL, wad[iedwidi25mLof waterandequilibraiedwidi25mLof loadhigbufG^ The filtered cell extract is 
loaded onto dffi column at 0.5 tnL per ininute. Thecolunmis washed to baselmeAosi) with loading buffer, at 
which point fi:action collection is started. Next, the odumn is washed with a secondary wash buffer (50 mM 
phosphate; 300 mMNaQ, 10% Glycerol, pH 6.0), which elutesnonspecifically bound prot^ After reaching 
Ajgo baseline again, the column is develcq>ed widi a 0 to 500 mM Imidazole gradient in fte secondary wash 
buffer. C)ne mLfinacticms are ooUected and analyzed by SDS-PAGE and silv^stainh^ 
NP^-NTA-coqugated to alkalme jAoqihatase ((Jiageo). Fractions contahur^ duted ^,o-tagged FRO 
polypeptide are pooled and dialyzed agamst loading buffer. 

Altemadveiy , purificadon of the IgG tagged (or Fc tagged) PRO polypeptide can be perf onned usiqg 
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known chromatograpliy tecimiques, iiKduding fbr instance, Protein A or protein 0 column chroniaiogr^y. 

PR0195, PR0526. PRO540. PR0846, PR0362. PRQ363. PRO700, PRO707. PR0322, PR0719. 
PROl083,PRO868, PR0866, PRO768,PR0788, PR0938, FR0827andPR01Q31 were 
in haculovirus infected Sf9 insea cells, WMe the 

be readily scaled up for larger (e.g. 8 L) preparations. Tlie proteins were expressed as an IgG construct 
OnmmnoadhesinX in whidi the protein extracellular r«jgion was fused to an IgGl constant i^gkm seque^e 
containii^ the lui^» C032 and CID domains and/OT 

For expression in baculovirus infected Sf9 cells, following PGR an^^lification, tbe respective coding 
sequences were subcloned into a baculovirus e3?)ressiim vector (pbmfeG for IgG fbsions and pb.PH.fiQs.c 
for poly-His, tagged proteins), and die vector and Bacdogold* baculovirus DNA (Pharmipgea) were 
co-transfected into i^«&i?rera>h(g^^ 
P pb.PH.IgG and pb.PH.His are noodijScations of die commcrciaUy availaWe baculavinis expression vector 
^ pVLI393(Pharmingen).witbmodifiedpolylinkErr^nstoinclu^ Thecellswere 
^ grown in HM'sThM-EH medium si^splemeniedwto Cdls were ixKmbated for 5 days 

at28*C, The siq>OTatant was harvested and subsequently used for die tetvM 
5 cells in Hink' s TNM-FH medium siq>plemented with 10 % FB S at an qiproxiniate nniltiplici^ of infecdon (MOI) 
oflO. Cells were incubated for 3 d^ at 28**C. The si?>ernatant was harvested and the ej^aession of flie 
constructs indiebaculovinise^iession vector was d^ermined by batch bii^^ 

mL of NirNT A beads (QIAGEN) for histidine tagged proteins or Frotrfn-A Sepharose CL-4B beads (Pharmacia) 
forlgGtag^Ittoleins folfowedbySDS-PAGEanalysiscon^aringtoalaiownconcentrat^ 
by Coomassie blue stainizig. 

The first viral an^lification supeinatam was used to infea a spinnCT cdt^ 
in ESF-Wl medium (E:?>iession Systems LIX3 at an ^loxi^ Cells were incubated for 3 days 

atlS'^C, The supernatant was harvested and filtered. Batch binding and SDS-PAGB analyse was repeated, as 
necessary, until e^qxression of the spinner culture was confiraied. 
25 The conditioned medium from tte transfected cdls (0.5 to 3 L) was harvested by cenfrifugation to 

remove the cdls and filtered through 0.22 micnm filters. For die poIy-His tagged constructs, die protein 
construct were purified using a NirNTA column ((Jia^. Before jrarification, imidazole was added to die 
OMiditioned ntedia to a concentration of 5 mM, The conditioMd media were pun^wd CMito a 6 ml Ni^A 
cohinm equihl)rated in 20 mM Hq>es. pH 7 A bufifer containic^ 0 J M 

of 4-5 ml/mm- at 4*C. After loadii^, die column was washed widi additicma! equilibration buffer and the 
pKrtein ehited wifli equiUbration buffer contahm^g 0.25 M imidazxrfe. The highly purified protein was 
suhsequentiy desalted into a stora^ buffer coniamiqg 10 mMHepes. 0.14MNaaand4%mannilol,pH6.8, 
widi a 25 ml G25 Si^»erfine (Pharmacia) cotunm and stored at -80*^C« 

tmnunoadheshi (Fc containir^ constructs of proteins were purified from die conditioned media as 
35 follows. The conditioned media were pun^jed cttito a 5 ml Protdn A cohmm 

equihTaaied in 20 mMNa phosphate buffo. pH6.«, After loading, die column was washed extensively witfi 
equilibration buffer before dution widi 100 mM citric acid. pH Tte duted protein was immediatdy 
neutralized by oollectiiig I ml firactions into tubes containing 275 Thehi^y 
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purified prc^ was subsequently desalted into storage tniSi^ as described above for tbe po^-flis tagged 
proteins. The homogeneity of the proteins was verified by SDS polyacrylamide gd (PEG) eiectrophoiesis and 
N-temunal amino add secpTftitcing by Edman degradation. 

PR0181, PR0195, PRQ200, FRO320. PR0237, PRQ273, PRQ285, PR0337. PR0526, PRO540, 
PR0846, PR0362, PR0363, PR0617, PR0322, PRO1083, PR0868, 768, PR0792, PR0788. PR0162, 
S FR01114, PR0827, PROI075 and PR0IQ3i were successfully expressed in bacubvinia nifected HiS insect 
cells. While die e^qiression was actuaUy perfomied in a O.S-2 L scak, it can be 
8 L) preparationa* 

For expression in baculovirus-in&cted HiS insect cdls, die PRO polypqitide-aicodiiig DNA may be 
anaplified with suitable systems , sudi as Pfu (Stratag€oe) > <^ &sed Y^)stream (S ' -of) of an q)itope tag contained 
10 with a baculovhiise^qyressian vector. Such qntopetag^iiu^hide poly-Ms t^ and imi^^ 
Q regknffl of IgG). A variety of plasmids may be employed, fnchidrng plasmlds derived from oommerciaUy 
€^ available plasmids sudi as pVL1393 (Novagen). Briefly, the PRO polypqjtide or ^ctesiredporttoa of the 
PRO polypq^ (such as tbe seqom^e encoding the extracdlular domahi of a traasmembranc f totem) is 
att^IifiedbyPCR wiihprinierscoinplenKiitarytod^^ llie 5^ prin^i may incorporate flahkmtg 

'JjL5 (selected) r^triction enzyn^ sites. The product is thai digested with those selected restriction enzymes ^ 
tjl subcloned into ifaeexpF^on vector. I^rexamj^ derivatives ofpVL1393 can indude the R: region of hun^ 
^ IgO (pb.PH.IgG) or an 8 histidine (pb.PH.Hts) tag downstream (3'-of) the NAME sequence. Preferabty, the 
p vector construct is sequenced for Qonfinnation. 

M ms cdls are grown to a confhieo^ of 50% under die condttiQas of, 27''C, no C02, NO pai/strq>« For 

p2f) each 150 mm plate, 30 ug of pIE based vector containu^ PRO pcdypepdd^ 

^ (Media: Ex-Cdl 401 + l/100L-(3u JRHBiosdeQce8#I4401-78P (note: diis media is Ij^ sensitive)), and in 
a separate tube, 100 ul of CellFecdn (CeUFECTIN (GtbcoBRL #103624)10) (vortexed to mix)) is mixed vidth 
1 ml of Ex-CSeH medium. The two sohitions are combined azui allowed to incubate at room tent^^ 
mmutes. 8miofEx-<::^med!ais8ddedtothe 2mlofDNA/CenF£CnN mix and this is layered on HiS cells 
25 that have been washed once with Ex-Cell media. Tbe plate is dien incubated in darimess for 1 boor at room 
teaq»aature. Hie DNA/CSeOFECmN mix is then asphated, and &e cells are washed once with Ex-C^ to 
remove excess CellFECnN . 30 mi of £:edi£x<>ell media is added and die cells are incubated fo^ 
28^. Tbe supeniatam is harvested and the esipresBion of the PRO p^^ 

vector can be detenmned by batch bindtpg of 1 ml of supematent to 25 mL of Ni-NTA beads (QIAGEN) for 
3 0 histidine tagged proteins or Protein-A Sephaxose CLr4B beads ^hannada) for IgO tagged piotems followed by 

SDS-PAGE analysis conqvaric^ to a known concentration of protdn standard by Coomassie bhie staining. 
The conditioiKd niedia ftom the trans&cted cells (0.5 to 3 L) is harvested by ce^ 

the cells and filtered through 0.22 micron filtm. For the poly-His tagged constructs, die protein comprising 

the PRO polypeptide is piirified using a Ni-NTAcohimn((2uigen]. Before purificadon, imidazole b a&led to 
35 the conditioned media to a concentration of 5 mM. Ttie conditbned media is puniped onto a 6 ml Ni-NTA 

colunm equilibrated in 20 mM Hqies, pH 7.4, buffi^ contahi^ 

of4-5mI/min. at4'*C. After loading, the column is washed with additi onal equilibration buffer and tbe proteia 
duted widi equilthtation bufier containing OJtS M nnidazole. The lu£^y jnirified protein is subsequent^ 
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deslatedimoastoragetoCfocon^^ 0J4MNaaaid4%inamiitol,pH6,8, witha25inl 

G25 Sq)erfine (Phannada) coham and stored at -SOPC. 

Imniunoadhesin (Fc comdsmg) amstrtxcts of proteins are purified ftom ibt conditioned media as 
follows. The conditioited is pan9)ed onto a 5 ml Protdn A column (Pharmacia) which had been 
equilihrated in 20 mM Na phosphate buffer, pH 6.8. After loading, the cohmm is washed extensively widi 
eqoilihration bufBer be&re elution with 100 mM citric add, pH 3.5. The eluted protem is immediately 
neutrali2»dly collecting 1ml fractions mtotub^ Thehi^ 
purified protehi is subsequently <tesalted into storage buffer v& described above for the poIy-His tagged piotdns- 
Thehonwgpneity of PRO polypqrtide can be assessed by SDSpolyaayl^^ K-termmal amhw 

acid secpienci]:^ by Ednm degradation and oth^ analytical pto^ 

Many of die PRO polypej^ides described herdn were successfully expressed as described above. 



EXAMPLE 1 04: Pteparation of Antibodite that Bind to PRO Polvoeotides 
C\ This exan^ illustral^ preparation of UKmodonal antibodies which can specifically bind to a PRO 

polypeptide. 

'35 Tedmques for pioducmg the monoclonal antibodies are inowa in die art and are described, for 

\f\ instance, m Coding, Itmnunogeos that may be eii?>Ioyed hidude pmficd PRO pdypeptide, fiision 

f protems contaming the PRO polype^ide, simJ cdls ejq^ttessu^ recombinant PRO polypeptide on die cell surfece. 

p Selecd<mof die inmniiwgen can be made by die sialled artisan witfio^ 

H Mice, such as Balb/c, are himranized with the PRO polypqrtidem 

Fr^md's adjurant and injected subcutanecnialy or intraperitoneany m an anunmt from 1-100 miaograms. 

He AhematiYdy. die unmunogen is emulsified in MPL-TDM adjuvant (RiWInmianochemical Research, Hanulton, 
MT) and injected into the anhnal's hind foot pads. Tl» immunized mice are dsen boosted 10 to 12 days later 
widiadditiMialimmunc^emuIsifiedhitiieselectedadjuvan^ Xljereafter,forseveralwe^,djemioemayalso 
be boosted with additional imnmnizationmjections. Serum sanq)Ies may be periodic^ obtained from die mice 

25 by tetroK)rbital bleedujg for testu^ in ELBA assays to d^ect and-PRO polypeptide antibodies. 

After a suitable antibody titer has been detected, die animals "positive" for antibodies can be injected 
whhafinalmtravenousugectionofPROpolypqrtidc. Three to four days later, die mice are sacrificed and the 
spleen cdls are harvested. The spleen cdls are fliaifiised (using 35% pofyediylene gjycol) to a selected nmrine 
myeloma cdl line such as P3X63AgU,l, available ftom ATCC, No. CRL 1597. The fiisions generate 

30 hybridoma cdls which can diai be plated hi 96 wen tissue culture plates contamfaig HAT (hypoxandiine, 
aminopterm, sad diymidine) medhmi to iiihibit proliferatioa of non-fiised ceilisi myeloma h^jrids, and spleen 
cell hybrids. 

The hybridoma cdls will be screeied in an ELISA fiir reactivity against the PRO polypeptide^ 
Determmation of "positive* hybridoma cdls secretiiig die desired oKjnodonal antibodies agamst die PRO 
35 polypq^tide is widiin the skill in the art. 

The positive l^rbridoma cdls can be injected intr^)ratoneaIly imo syn^neic Balh/c mice to produce 
ascites contahihxg die anti-PRO polypeptide moiKKlonal antibodies. Alternatively, dK hybridoma cells can be 
grown hitissue culture flasks or roller botfles. Purification ofdienKim)clonal antibodies produced mdieasdt^ 
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can be acoonqdisbed using atmnnfifimi sul&te precipitation. Mowed bjr gel exclnsioa chromatpgn^. 
Alternatively, affini^ cbiomatogr^y based vpoa binding of antibody to protein A or pio^ G can be 
enqrioyed. 



EXAMPLE IPS : Chimeric PRO Polvpertides 
5 PRO polypeptides may be eaqnessed as diimeric piot^ with one or more addtHonal polypeptide 

domains added to &dlitate protein purification. Such purification fisdlitatiag domains inchide, but are not 
limited to« metal cftelatf ng peptides sudi as htsfidine-ttyptophan module diat allow purification on immtMged 
metals, protein A domains diat aHow purifu:adon on iiumobilizied immi^^ and fiie domain utilized in 
the FLAGS!™ exteosion/afBnity purification system (Imnnmex Corp., Seatde Wash.)* The indnsion of a 
10 deavable liidcer sequence audi as Factor XA or enterokinase (hwitiogen, San Diego Calif.) bowesi die 
. puri ficntion domain and the PRO polypcpdde sequence may be useful to facilitate eaqpiesslon of PN A encoding 
the FRO polypeptide. 



E^PVMPLE 106: Purification of PRO P6ivpectid^ Using Specific Antibodies 
rU^S Native or recombinant PRO polypepddes be purified by a vari^of standard techniques in die art 

ofproteinpurification. Forexanq>le,pK>-PROpQlypqydde»manireFROpolype}Aide, orpre-PR^ 
is purified by hmnunoaffinity chromatography using antibodies specific for the PRO polypqitide of interest, hx 
general, an immunoaffiznty colmnn is constructed by ooval^y cotqiling the anti-PRO polyp^Jtide antibody to 



i K 



P 

i,^ an activated chromatogrqjiiic resin. 

Polyclonal hnnnmog}d>i2liis are prepared fiom immune sera either by precipitation wititi ammonium 
^ siilfate or by purification on immobilized Protehi A (Pharmacia LKB Biotechnology, Piscataw^, N J.). 
Likewise, monodonat antibodies are prepared fiom mouse ascites flnid by ammonium sulfiite precipitation or 
chromatography <hi immobilized Protem A. Partially purified immaiK)giobulin is covalenffy attached to a 
chromatpgrqihic resin such as CoBr-activated SEPBAROSB™ (Pharmacia LKB Biotedmology). The antibodty 
25 is coupled to tibe resin, the resin is blocked, and die derivative resin is washed according to the manTifacfurer's 
instructions. 

Sudi an imnunoaffinir^ column is utilized In the purification of PRO polypeptide 
fixmi cells containipg PRO pofypqitide in a sohible fotuL This preparation is denved by sohibilizatxon of the 
^xtolecellor of a subceOular fraction <ri)tained via differential c 

30 od2er mediods wdl known in the art . Alternatively , soluble PRO polypqytide containing a signal sequooce may 
be secreted in usefid quantity into die nsedium in which die cells are gtow^ 

A sohible PRO polypeptide-contahung preparation is passed overthe immuooaffinity column, and die 
cohmm is washed under cotuiitions diat allow die prefere nt ial absotbance of PRO polypqjtide (e. g. , his^ rosac 
strectgth buffers in the presence of detergent). TheUt the column is ehtted under concUtions diat disngpi 

35 antibody/PRO polypeptide bussing (e.g. , a low pH bi^ such as qiproximately pH 2-3 , or a bi^^ concanradon 
of a chaotrope such as urea or thiocyanaie ion), and PRO polypeptide is collected. 

EXAMPLE 107: Drug Scre^iing 
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This inventioii is particplariy useful tot screeaing cotx^xsumb by using FRO polypqrtides ot biodiog 
firaginenttliereofinaiQrofavarieQrofdrugsc^ IlicPROpcilypeptideorfiragizKzitea^oyed 
in sadk a test xnay ei^ be finee ia solutioiu affixed to a solkl suppoiU boroe on a cell sur&ce. or located 
intrscellulaily. One medxod of ding screemug utilizes enkaiyodc or prokaryotic lK>st cells \^iich are stably 
transfbnced with recombinant nucleic acids expressing the PRO polypeptide or fragmenL Drags are screened 
5 against sucbtrensfom^ cells in conq>etitive binding assays. Such cells, eidier in viable or fixed fonn, can be 
used for standard binding assays. One may measure, for exanQ>le, the fonnation of con^lex^ between FRO 
po]ypq>tide or a fragment and die agent bdng tested. Alteniatively,onecanexamh3ethedin3inationinconq>lex 
formation between die PRO polvpgytkle and its target cell or target reoepfofs onijtfri hy agpnt hwn^ fa»cf»rf 
Thus» the present invention prov^es methods of screening for drugs or any other a^nts vriiich can 
10 affect a PRO polypeptide-associated disease or disord^* These nK^hodscon^irisecontactii^ such an agent with 
an FRO pcdypeptide or fragment dtereof and assaying for die pres^ice of a oon^lex between tbc agest 
^ die FRO polypeptide or fiagment, or for die prcsenoe of a conqdex between flic PRO polypeptide or firagnm 
^ and the cen» by mediods well known in die art Li sudi con^>etitive bmding ass^s, die PRO polypept^ or 
m fragment is typically labeled. After suitabkincubatioii,fiee PRO polyp^tide or finagmcot is separated fi^^ 
^5 present m boami form, and die amount of fiee or unconylexed label is a measnre of the MVtty nf tha pATHAiit ar 
iji agent to biiKi to PRO polypeptide or to interfere widi die PRO polypeptide/ceU OQnq>lex. 
f Another tcdmignfr for drug screeningpiovides high throi^g^:yiit acreenmg fhr cnir ^p g rod s ^gv fpg guim^it^ 

p l»ndingafQnitytoapolypq>ddeandisdes(»riM 1984. 

Briefly stated, large numbers of dif£»?entsmaOpq)tide test 
^ as plastic pim or sonieodier surface* As ^lied to a PRO polypepdd^ 

wifli PRO polyp^tide and washed. Bound PRO polypqrtide is drtected by mediods wdl known in die art 
Purified PRO polypeptide can also be coated direcdy onto plates for use in 

techniques . In addition, non-neutralizing antSxxiies can be nsed to cqnture the pq)tide aiui hnmobilsze it on the 
solid si9)port 

25 This invention also con£enq>lates the use of competidve drug screeniitg assays in whidi neutraliziz^ 

antibodies equable of binding PRO polypeptide specifically conq»ete widi a test conqKmnd for binding to PRO 
polypeptide or fiagn^nts thereof. In diis maimer, die antibodies can be used to d^ect the presesice of sxsy 
pqitide which shares one or more anfigprtir determiiutnts with PRO pofypeptide* 

30 EXAMPLE 108: Rational Drug Design 

The goal of rational drug design is to produce structural analogs of biologically active polypqvtide of 
huerest (Le. , a PRO polypq>tide) or of anal! molecules wifli which dsey interact, e. g, , agonists, antagonists, or 
inhibitor s. Any of these examples can be used to fashion drugs which are mom active or stM^ forni« thg 
PRO polypqytide or ^iucli eihance or interfere ^ 
35 Blo/Technolopv. £: 19-21 (1991)). 

In one ^roach, the tiarce-dimen^onal structure of die PRO polypeptide, or of an FRO 
polypq)tide-inhibitorcomplex, isdeterminedbyx-raycry8tanogr^y,l9rcomputernK)deliQgor,nK)stt 
byacombinationofdietwo^proadbes. Bodidiesh^amidiargesofdiePROpolypeptidemi^be ascertained 
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to ehicidateflie structure and to deternrineactive site(s) of tite molecule. Less ofleo, u^infoimationi^Bidipg 
&e structure of &e PRO polypcirtide imy be gaii^ 

In both cases, rdevant structural infonnatioa is used to design anabgous PRO polype^ide-likB molecules or to 
identify efBcientinhibitors, UsefWexanq)Ic8ofrationaldn]gde8ignmayiiidudcmolec^ 
activity or stabilily as shown by Braxton and Wells, Biodianistry. 11:7796-7801 (1992) or wWdi at as 
5 irfiibitors, agonists, or aniagraists of native p^)tides as sliown by Athauda era/., J. Biochem.. 113:742^746 
(1993). 

It is also possible to isolate a tai^-specific antlbodir, selec!^ 
and dm to solve its crystal structure. TOsa^iiTOaduinprindple^yieldsap^^ 
drag dcsigttcaabe based. KispossiWetDlqpassproteincrystallorgfai^ 
10 antibodies (anti-ids) to a flmctional, pharmaoologicany active antibo^. As a mirror image of a minor image, 
diebindingsiteoflheanti4dswouMbee3q>ectedtobeanan^ The anti-id could diea 

beusedtDidentifyandisolatepeptidesfiximbanksof<±emi^^ Theisolated 
pq>tides would tixea act as the phannacore. 

By virtue of the presm imraiiion, suflBdem amota^ of the PRO 
to pafonn such analyticd studies as X-«ycryst£i^^ la addition, knowledfee of the PRO poIyp^ti<te 
amhw acid sequence provided herein win provide guidanw 
in place of or in addition to x-ray crystallogr^ilEy. 

EXAMPLE 109: AbiKtvofPRQPoIvt^tf ides to Mfoit Vascular 
Proliferation of Eodothelia! CeU Growth (AKssy g) 

Tte ahiliQf of various PRO polypeptides to inhibit VEGF stimulated proliferation of endomelial cells 
was tested, Polyp^tidea testing positive in this assay are useful fbr inhibiting endnm\a ceU growtti in 
mammals ^^licre sudi an cffea would be boKficial, e.g. , fbr inhibitiag tumor growdL 

SpedficaHy , bo viz» adrenal cortical c^illary endothelial cdls ( AC?) (fitan primary culture, maximum 
of 1^14passages)wereplatedm96'Wdttplaiesat500censAvettpGrl00 Assay media induded low 

glucoseDMEM. 10% calf serum. 2mMghitamine, and IXpenidllin/str^^^ Control wells 

iiwhjded the Mowing : (1 ) no ACE cells added; (2) ACE ceHs aloiK ; (3) ACE cdls jtos 5 ttgfml FGF; (4) ACE 
cells plus 3 ngM VEGF; (5) ACE cells pins 3 ng/ml VEGF plus 1 r^ 

3ng/mIVEGFplus5rig/mlLIF. The t^t san5>les, poly^ tagged PRO polypeptides Cm 100 microlito 
vohime8).werethenaddedtothewells(atdnudonsof l«,0J%arKi0.01%.res^ The cell cultures 
were incubated fbr 6-7 days at 37*C/5%Cp2. After the incubation* die media hi the wells was aspirated, and 
the cells were washed iX with PBS. An acid phosphatase reaction mixtore (1^ 
acetate. pH 5.5,0.156 Triton X-100, 10 xnMp-iiitrophenylpl«)sphate) was then added to cadi w^. Aftera2 
lK>urlncuhationat37**C,fliereactionwas5tpn)edbyadditionofl0microl^ Optical density (OD) 

was ineasured on a micrqplate reader at 405 nmu 

The activity of PRO poIypq>tidcs was calculated as die percent hihibitiai of VEGF (3 i^ml) stimulated 
ptoWeration (as detennined l7 iMasur^ 

stinnilation, TGF-beta was en^loyed as m activi^ reffcrma at 1 AgM, since TO 
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VEGF-stinidated ACE cdl proliferate The results arc imlicative of teut^ 

camxr &erq>y and specifically in inhibiting tumor aogiogcDesis. Numerical vahies (relative inhibition) are 
determined by calculadug Ae percent inhibition of VEGF stimulated proliferation by die PRO polypeptides 
relative to cells wiflKjmstimalationandfhen dividing 

p at Ipg/ml which is laiown to block 7(^90% of VEGF stln^ Hie results are considered 

5 positive if die PRO polypeptide exhibits 30% or greater inhibition of VEGF stimulatkm of endftthPiii^i cdl 
growth (relative inhfl)ition 30% or greater). 

The fonowing polypeptides tested positive in this assiQr: PRO^ 

EXAMPLE 110 : Herin^l ^^^y m Survival YAssav 
10 This exanq)le dmonstrates (hat certain PRO polypeptides have efficacy in enhary^tng the survival of 

Q retinal neuron cells and. therefore, are usefiil ftir the tber^»eutic treatment of retinal disordm or iiguries 
induding.forexan5le,treatii«s^g?ulos8inmannnalsdue 

Spr^gne Davsdey ratjnips at postnatal day 7 (mixed population: 
by dec^itation following CX>i anesthesia and tiieqres are removed u^ The neural retina 

^ is dissected aw^ from the pigment epiAelium and oa^ 

Ul suspension using 0.25% trypsin m Ca^*, Mg^^-firee PBS. Hie retinas are incubated at 37*C for 7-10 minutes 
s after ^^liiiA file trypsin is inactivated by adding linl soybean ti^ The cells are plated at 100,000 

g ceUs per wdlm 96 weU plates in DMBMrt'ns^aplemai^ 

M Polypq)tide. Cells for aUe;q)arinKsnls are grown at 37*C in a water satur^ After 

^ 2-3 days in culture, cells are stained witiicalcein AM flienfi^ 

DAPI for detennination of total cdi count* Tte total celb (fluorescent) are quantified at 20X objective 

n^gniffcation using CX3) camera and lOT im^e sof^ Relds in the well are chosen at 

random, 

The effect of various conceitrBtion of PRO polypeptides are r^^ 
25 calculated by dividipg die totd number of calccin AM posi^ 

ofDAH-labeledceDsatZ-SdaysincuInirc. Anyflm^ above 30% survival is considered positive. 

Tlie following PRO polyro^ides tested positive in this assay using polypeptide concentrations within 
the range of 0.01% to 1.0% in the assay: PRQ200. PRQ322, PRQ540, PR0846 and PR0617. 

30 B?CAMPLE 111: Rod Photorec eptor Survival (Assay 5fi> 

This ass^ shows that certaittpolypqjtides of the invaitkmactto enhai»e the survival/proliferation of 
rod photorecqrtor CCDs and, therefore, are useful for the <herq)eu^ 

iiKluding, for exanqile, treating sight loss in mammals dae to letiuiitis pigmentosum, AMD, etc. Sprague Dawley 
rat pups at 7 day postnatal (mixed population: glia and retinal neuronal cdl types) are Idlled by dec^ntation 
35 foUowii«cPi anesthesia and liieqres are renwfved under ^ The neural r«ina is dissected away 

form the pigment epiflidium and other ocular tissue and tbsa dissociated ixtto a single cell suspension iwing 
0.23% trypsin in Ca^+, Mg**-free PBS. The r^inas are incubated at 3TC for 7-10 minutes after which die 
trypsin is inactivated by adding Ind soybean trypsin inh& The cdls are plated at 100.000 cells per weD 
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m96weapImmDMEM/F12suppIeinenlBdwi&f^^ Cfelb for aUej^erimeots are grown at 37^Cm 
samimsdaln»sitoeof5%CX>,. After 2-3 days iaailture, cells arc fixed usiqg 4% parafon^ 
theastainedusipgCeUTrajterGreeaC^^ RIio4I>2(as(±esorIgGl:l()0).anionoclonolan^ 
towards visual pigment itodopsin is used to 
The results are calculated as % survival: total miaiber of 
5 divided the total numte of liurfopsi^ Tlie total cells (fluorescem) 

arc quantified at 2Qx objective magnification using a CCD camera aiul NIH image software for Madntosh, 
Fields in &e weO are chosen at raiulom. 

Tlie following polypeptides tested positive m this assay: PRQ200, PR0322, PRO540. PR0846 and 
PR061X 

10 

P EXAMPLE 1 12: Ability of PRO PolvnentfdiK ft^ ,StTm»ltrt^ of ProtBoglvcans ftom Cartilage M^^«v 

S Thfi aMiQ^ of various PRO polypeptides to stiamlate flie release of proteoglycans ftom cartilage tissue 

was tested as follows. 

Tlie metacarj^uq)halangeal joint of 4-6 monlh oW pigs wa^ 
was renwved by firee hand slicing beiqgcar^ to avoid the underlyi^ Hie cartilage was minced and 
cultured in bulk for 24 hours in a huaMfiedatniosphere of 95% ah:, 5% COi in serum fiee (SF) media 
(DME/F121:l)woth0.1%BSAandl00U/mlpeiiicillinan^ Afterwashingthreetimes, 
^jproximately 1()0 iQg of arttoilar cartili^ge w^ 
^ 24 hours in the above SF media. PRO polypeptides were Oienackled at 1% cither alone ox in c^ 
N= 18i«/mlinlericuIdnrla,aknown8timulaiorofpro^ Thesi5)ematanrwas 
then harvested and assayed for Hie amount of proteoglycans ushig the l>din^l-m£%teie Wue (DMB) 
oolorimetric assay (Famdale and Buttte, Biodion. Biorfivs. Acta 883:173-177 (19RS». A positive result in to 
assay indicates Uiat the test polypq>tide wiD find use. for emaple, in the treatment of sports-belated joint 
25 problems, articular cartilage defects* osteoarthritis or rheumatoid arthritis, 

WhenvariousPROpolypqjtidesweretestedintheaboveassay,thepolypeptidesda 
ability to stimulate rdease of proteogjtycans ftom cartilage tissue bodi basally and after stimulation witii 
intertcukin-Ia and at 24 and 72 hours aft^ treatment, therdjy indicating t^ 

for stimulating proteoglycan release ftOTi cartilage tis^ As sucJi, ihese PRO polypqrtkles are useful for the 
30 treatmentof sports-related joimprobIenM,articuIarcartfl«ge^^ The 
polyp^tides testing positive in this ass^ are: PRQ200. 

EXAMPLE 113: fa Vitro Antipf^liferpti ve Assay (As&av 16n 

The antrproliferative activity of various PRO polypeptides was determined m the investigational » disease- 
35 oriented 6ivfrwanti<anccr drug discovwy assay of the National Can» 

B(SRB) dye binding assay essentiany as described by Skehanctal.. J. 82!llfr7-iii7(iQqn) 
Tbe 60 tumor cen lines en?>lpyed in this study (-the Na p^ 

and culture /ff^^havebeendescribcdby Monks etal., L^ Tliepurpose 
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of this scieea is to xaitMy evaluate the cytotoxK: and/OT 

types of tumors (Monks et al., siq^ra; Boyd, Cancer Princ. Pract OncoL Update 3(10): 1-12 [i989D. 

Clells fenn approximately 60 faumaa tomor cell lii^ were harvested with trypsin/EDTA (Gibco), 
. washed once, resuspeoded in IMEM aid diek vkbili^ was dete^ Hie ceQ susp^isioDS were added by 
(100 ^voIuok) into separate 9(^weU microliter p The cell density for the 6-day ineubatian was less 
thanfortte 2-day incubation topreventovergrow^ lQocuIateswereaUowedapieincubationpenodof24hours 
at ST^'C for stabilization. Mutions at twice the nxtended test canceotratio^ 

aUqoots to the microtiter plate wells (1:2 dilution). Test conqx)unds were evaluated at five half-log dilutk)iis 
(1000 to l(K),000-foUO. Incubations took place for two days and six days hi a 5% CQt atnuispl^ and 100% 
humidi^. 

After incubation, fb^ medhnn was removed and tiie cells were fixed m 0* 1 ml of 10% trichlotoacetic 
acid at 40*^0. The plates were rinsed five times with deionized water, dried, stamed for 30 nmmtes with 0*1 
ml of 0.4 % solf orlu)damine B dye (Sigma) dissolved in 1 % ac^ acid, rinsed four times with 1 % acetic acid 
to remove uabouml dye, dried, and fte stain was extr^^ for five mhmtes widi 0.1 ml of 10 mM Tris base 
[tns07dro}Qn2iethyl)anunon^hane], pH 10.5. The absotbance (OD) of sulfoxhodamtine B at 492 nm was 
measured using a con^uter-interfiaced, 96-we21 niicrotiter plate re^r . 

A test san^tie is considered positive if it shows at least 50% growth inhibitozy effect at one or more 
concentraticms. FRO polypqitidestestnig positive in this assay are show^ 
are as follows: 

NSCL » non-small cell hm carcinoma 
CNS » central nervous system 
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TaMe7 





T?st«Mjii»WJ4 


Ttamor Cell Line Tvue 


Cen Line DejiiffTMtiAn 




PROlSi 








FR0181 


NSCL 






PR018I 






5 

■ 


PR0181 
PR0181 


Ovariaa 
Breast 


OVCAR-4 




PR0181 




MOLT-4 




PROiSl 


NSCL 




10 


PROlSi 


CNS 


SNB-19 


PR0181 


Ovfiriflii 






PR0181 


Renal * 






PROlSr 


Breast 






PROISI 


KlllVimi 






PR0181 


T AlVpmia 




1^0181 


NSCL 






H(0181 




TIT /TTJN 




PR0237 






V I 


PR0237 


NSCL 




PRQ237 


Colon 






PRQ237 


Colon 






PR0237 








PRQ237 








PRQS26 


NSCL 




= 


PROS26 






<=» 


PR0526 


XfcSsnofUft 

"■*fc'iHiivn>ri 




w 


FR0526 


vTill ton 






PR0526 


Pnrkui An* 






PR0526 


NSCL 




5 


PROS26 


CNS 






PRQS26 


Rfinal 






PR(»6i2 


NSCL 


VOI TT50'>ljr 




PR03«2 


Colon 






PR0362 


CNS 




35 


PR0362 




IfYjr TXyfVT 
JLA/A lIuYX 


mom 








TK0362 


Colon 






PR03d2 


Bieast 






PR0362 


Prostate 


PC-3 


40 


PRQ362 


L^ilcfifrrifl 




PR036Z 


NSCL 


PITVY"* MPT TIT* 




PR036Z 


Colon 






PR0362 


CNS 






mom 


Melanoma 




45 


FR03ti2 


Ovarian 




PR03ti2 


Bxcast 






F«Ce62 


NSCL 


Mn-TTS77 




PR0362 








PRQ362 


Breast 




50 


PROm 


NSCL 




PR0362 


Colon 


KMI2 




PR0362 




MALME-3M: SK-MELr2 




PR03ti2 


Melanoma 


SK-MEL-28; SK-MEL-5 




PRQ362 


Ovarian 


OVCAR-3; OVCAR-4 


55 


PR0362 


Breast 


MCF7 


PRO^ 


Leukemia 


HL-60 (TB): MOLT-4: SR 
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Testconmound 


Table 7 rCrmtimiHl) 




TtanorCeULiMTvne 


Ceil Line Desisnalion 




FR0866 


NSCL 


HOP^ 




PR0866 


NSCL 


HOP-92 




PR0866 


Colon 


KM12 


5 


PR08(S6 


ca^s 


SP-29S 




PR0866 


Ovarian 


movi 




nt0866 


Breast 


MDA-MB43S 




PR0866 


Melanoma 


LOXIMVI 


10 


n((»20 


Leakonia 


CCRF-CEM; RPMI-8226 


PRO320 


NSCL 


HOP62;NaEB22M 




PRO320 


Colon 


HCr-116 




PRO320 


Renal 


SN12C 




PRO320 


Breast 


MDA-N 


15 


PRQ320 


Ovarian 


OVCAR-3 


PRO320 


Melanoma 


MALME-3M 



30 



35 



40 



Hie lesults of these assays demcmstrate that the positive testing FRO polypeptides are useful for 
in h ibi tii \ g nec^lasdc growth in a nmxiber of dififerest tumor cell ^pes and maiy be used therqpeuticaQy ti^ief or. 
Antibodies against these PRO polypeptides are useful for afOnity purification of ttese useM polypq)tides. 
Nucleic acid 



E?CAMPLE 114: Gene ^mp lifiriiHn n in Tumors 

This example shows that certain FRO polypeptide-encodiog genes are anq^ed inthe genon^ie of certain 
hmnan hmg» cokm and/or breast cancers and/or cell lines. An^lificatkm is associated with ovet^qnression of 
the gene product. tndinatfnR fliat the polypeptides are usefiil targets for ther^eutic I'ntErventiAn fn rftitam mnwr^ 
such ascolon^ lung, breast and other cancers and diagnostic determinationof the presence of those cancers. 
Hierapeutic agents may take the form of antagonists of the PRO polypeptide, for exsaaple, murine-human 
chunedc, humanized or human antibodies against a PRO polypeptuie. 

The stmting material for the screea was genomic DNA isolated firom a varie^ careers. The DNA is 
quantitated precisety, e.g., fluorometrically. As a negative control, DNA was isolated from the cells often . 
iK>nnal hedfl^y individuals whidb was pooled and used as assay contn>ls for the go^ 
(notshown). Ilie 5' nudease assay (for example, TaqMan™) and real-time quantitati^ 
Frim77(X) Sequence DetectbnSystrati^CPerkinEliner, A Ci^,CA))»were 
used to find genes potentially an^lified in certain caiK^rs, Tlie results wro used to determfaewhefli»&e DNA 
encoding the PRO polypeptide is over-Hcepresented in any of the primary luqg or colon cancers or cancer cell 
lines or breast caiH:er cell lines that were screened. Hie primary lung cancers were obtaii^ from individuals 
wifii tumors of the type and stage as indicated in Table 8. Anexjrfanationof the aU>reviations used for the 
designation of the primary tomors listed in Table 8 and (he primary tumors and cen 1^ 
this exanple are given below. 

The results of the T^lMan™ are reported in delta (A) Q units. One unit corresponds to 1 PGR cycle 
or ^^proximately a 2-fold azz^lificaticm relative to normal, two unils corresponds to 44bld, 3 units to 8-foki 
amplification and so OIL Quantitation was obtained using pnmers and a TaqMi^^ 
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His 



from the FRO polypeptide-eacodiiig gene. Re^bnsoftbePROpoIyp^de-eDoodinggenewliidiareniostlikBty 
to conUdm unique nudeic acid seqcenees and wbich aie least li^^ 

the primer and probe derivation, e.g., 3'-anfnmslated regions. The sequoices fox the iniiners aod probes 
(forward, reverse and probe) used for die PRO pdyp^de gene anqdi&ation analysis were as follows: 
PR0853 rDNA48227-135Q^ 
48227.tm.n 

5'-GGCACTTCATGGTCCTTGAAA-3' (SEQ ED NO:539) 

4S227.tm.pl 

5'-CGGATGTOTGTGAGGCCATGCC-3' (SEQ ID NO:540) 

48M7.tmjl 

3'-GAAAGTAACCACGGAGGTCAAGAT-3' (SEQ ID NO:541) 



PRO1017rDNAS6112.1379^: 
56112.tm.fl 

5'-CCltXrrcCX;AQACTGAAAGCT-3' 
S6112.tni.pl 

5-TCXKXnTtXnTrriCItXKX3TG-3' 
56112.tm.rl 

5'^KX3TGCOTCAGCrrTCCA-3' 



^0 PR0213-1 mNA30943-ll<3-n: 
P 3(»43.tm.O: 

5'-CXnTCXn<K:AGCGTGTGTA-3' 

30943.tn:Lp3: 

5'<TrcCIX:ACX:ACCrGCGACGGG-3' 
25 30943.tm.i3: 

5'-GGTAGGCGGTCCTATAGATGGTr-3' 
3{m3.tm.fl: , 

5'-AGATGTG(5ATGAATGC:AGTQ(n'A-3' 
30943.tm.pl: 
30 5'-ATCAACACCGaXKK::ACnrrACTCG-3' 
30943.tm.rl: 

5'-ACAGAGTGTACXX5TCrGCAGACA-3' 
30943 .3tm-5: 

5*-AG<XTC(n<X}TGCACTCCT-3' 
35 30943.3tti>t)robe: 

5*-a5ACTCCCTGAGCX3AGCAGATITCC-3' 



(SEQIDNO:5^) 



(SEQIDNO:S«) 



(SEQIDNO-.544) 



(SEQIDNO:54S) 
(SEQIDNO:S46) 
(SEQIDNO:547) 
(SEQ.E>N0:S4S) 
(SBQIDNO:549) 
(SEQIDN0:5iK)) 
(SEQIDNO:551) 
(SEQn>NO:552) 



30943.3tn]h3: 
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S'-GCTGGGCAGTCACGAGTCrr-a' 



(SEQIDNO:553) 



PRQ237a>NA343«-U«^r 
34353.tin.f: 

5'-AAT(XltXATCTCAQATCTTCCAG-3' 
34353.lm.p: 

5*-CCTCAGCGGTAACAGCCXJGC(>3* 
343S3.tmj;: 

5'-TGGGCCAAGGGCTGC-3* 



(SEQIDN0:SS4} 



(SEQIDNO:555) 



(SEQIDNO:5SS) 



10 



in 



1^ 



25 



30 



(SEQIDNO:S57) 



PRQ324 rDNA36343-131QV . 
363<l3.Qiifl: 

3'-TGGTGGATAACCAACAAGATGG-3' 
36343.tn]pl: 

5'-GACT(nXK::ATCX:ACACCACTCTrAAAGTTX^^ (SEQ TD NO:55^ 
36343.tiiirl: 

5'<:AG<3TGCIXnTITCAGTCATGTrT-3' (SEQ ID NO;539) 



PR0351 flDNA40S71-131S^: 
40571.tin.fl: 

S^TGGOiATTCrCAGGACAAGAG-S' 
40S71.tin.pl: 

5'-<:AGTAATGOCATITGCOGCCrGCAT-3' 
40571.tm.rl: 

5'-TGCXrrGGAATCACATGACA-3' 



(SEQIDNO:5eO) 



{SEQIDNO:561) 



(SEQIDNO:S62} 



PR0362rDNA4S416-12Sn: 
4S416.tm.fl: 

5^TGTGGCACAGACCCAATCCr-3' 
45416.tm.pl: 

5'-GACXXnX5AAGGCCrcCGGOCr-3' 
45416.tm.rl: 

5'-GAGAGAGGGAAGGCAGCrATGrc-3' 



(SEQIDNO:563) 



(SEQIDNO-.564} 



(SEQIDNO:5d5) 



PR06ismNA4Mna.ni^V 

35 48304.tm.n: 

5'<^GCCccix7rcTrTx:AccTCrr-3' 

48304.tm.pl: 

5'<x:atcctgtgcagctgacacacag<>3' 



(SBQlDNO:566) 



(SEQIDNO:S67) 
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48304.tDtt.rl: 



5'-GC CAGGCTATGA GGCTCCnT-3' 



(SEQIDNO:568} 



PR0531 rDNA48314.1320^ : 
48314.tni.fl: 



5 5'-TrCAAGTrCCrGAAGCCGATTAT-3' 
48814.tm.pl: 

5*<X:AACITCXX:TCOCCAGTGCCCr-3' 



(S£QIDNO:570) 



(SEQ1DN0:569) 



48814.tm.rl: 



5*-TTGGGGAAGGTAGAATTTCCrTGrAT.3' 



(SEQIDNO:571) 



PRQ618rt>NA49152.132AV 

49152.tm.fl: 

S'-CanrCTGCXnXXXIAATTCT-S' (SEQ id N0:572) 
491S2.mLpl: 

y-TCIXXriXXXmXXXTTCCTCC^^ (SEQID^0:S73) 
49152.tm.rl: 

5'-TGAGCCACrG<XrrTGCATTA-3' (SEQ ID NO:574) 

PR0772 mNA49645-1347> : 
49645.tm.£2: 

5'-TCTiGCAGACGCGATGGATAA-3' (SEQ ID NO:57^ 
49645.till.p2: 

5'-<XDGAAAATAAAACATOKXXCTTCTGC-3' (SEQ ID NO:57Q 
49645.tm.i2: 

5'-CACGTGGCCrrTC:ACACTCiA-3' (SEQ ID NOSTJ) 
49645.tm.fl: 

5'-ACTroTGA(::AGCAGTATGCIXnCTT-3' (SEQ ID NO:578) 
49645.tm.pl: 

5'-AAGCITCTGTTCAAlXXX:AGaKjTCC-3' (SEQ ID NO:579) 
49645.tm.rl: 

5'-ATGCACAGGCITnTCTGCrrAA-3' (SEQ ID NO:580) 

PRO703 rDNA5^»13-1M7^; 
5(»13.tm.fl: 

5'-GCAGGAAACXnTCGAATCrrGAG-3' (SEQ ID NO:581) 
50913.im.pl: 

5'-ACACCTGAGGCACXn'GAOAGAGGAACTCT-3' (SEQ ID NO:582) 
50913.tm.rl: 
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5'-GACAGCCCAGTACACCTGCAA-3' (SEQ ID NO:583) 



PR0792mNA5<aS2-135}n: 
56352.tm.fl: 

5'-GACGGCTOCL^TCTGTGAGAAA-3' 
5 5d3S2.tm.pl: 

5*-CACAACKKnXxACCXXGCCX:A-3' 
S6352.tm.rl: 

S'-CCAGGATACGACATGCTGCAA-S" 

10 PRO474mNA5604S-13«)V' 
5fi045.tm.fl: 

5*-AAACTOCAACCTGTATCAGATGCA-3' 
56045.tm.pl: 

^ 5*-CCC<X:AAG<XXnTAGACTCTAAGCCC-3' 
riS Sfi04S.tm.rl: 

5'-GACCOGGCACCTTGCrAAC-3* 



P 



25 



(SBQIDNO:584) 
(SEQIDNO:58S) 
(SEQIDNO:586) 



30 
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PR0274fl)NA39987-tmV 
39987.tm.f: 

5'-GGACGGTCAGTCAGGATGACA-3' 
39987.tm.p: 

S'-TIXXKKiATCATCTCTIXXXntnt^ 
39987.tm.r: 

5'-ACAAAAAAAAGG<JAACAAAATACGA-3' 

PR0381 n>NA44194-1317> 
44194.tm.f: 

S'^nTTOAATAGAAGACTTCrGGACAATTT-r 
44194.tm.p: 

5'-ttgcaactxxx;aatatacc:acgacatgaga-3' 

44194.!m.n 

5'-TAGGGTGCrAAnTGTGCTATAACXT-3' 
44194.tm.e2: 

5'-<XKnOGAGTXnx:TtKrrTGA-3' 
44194.tm.p2: 

S'-TCXIAACAACCATITnxrrcnXMjT^ 
44l94.tm.r2: 

5'-aagcagtagcx:attaacaagtca-3' 



(SBQIDNO:587) 
(SEQIDNO:S88) 
(SEQIDNO:589) 



(SEQIDNO:590) 
(SEQIDN0:S91) 
(SEQIDNO:592) 



(SEQIDNO:593) 
(SEQIDNO-.594) 
(SEQIDN0:S9S) 
(SEQIDNO:596) 
(SEQ1DN0:597) 
(SEQIDNO:S98) 
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PR0717 a)NA50988-1326> : 
5Q988.tm.O: 

5'-CAAGCGTCCAGGnTATrGA-3' 
50988Jm.i3: 

S'-GACTACAAGGCXSCrCAGCTA-y 
50988.tm.p3: 

5'-CCG<XntKKjTXnx::ACltXTCC-3' 



(SEQIDNO:599) 
(SEQIDNO:600) 
(SEQIDNO:601) 



PRO1330 and PR01449 fl3NA649Q7-1163 und DNA649Q8-1163. iespectivelv>: 
3O943.lm.0: 
10 5'-anTa5TGCAGCGTGTGTA-3' 
30943.tin.p3: 

5'<rria:TCA(XACcrGCGACG gg-s' 

30943.im.r3: 

5'-GC?rAGGCX5GrcCTATAGATGGTr-3" 
30943.tm.fl: 

S'-AGATG TGGATGAATG CACTGCTA-3' 
30943.tm.pl: 

S^ATCAAGAaXKXXKKLVGTTACTGG-S' 
3{»43.tin.rl: 

S'-ACAGAGTCrrACCGTCTGCAGACA^' 
3(»43.3tnir5: 

5'-AGCCrKXnX3GTGCACTCCT-3' 
309433tra-t>iDbe: 

5'<X3ACTCCClt3AGCGAGCAGATTTCC-3' 
25 3(»43.3tm-3: 

5'-<KJrGGGCAGTCACGAGTCTT-3' 



TV 

Si 
^5 

m 



(SEQIDNO:6Q2) 
(SEQn)N0:«l3) 
(^IDNO:6[)4) 
(SEQIDNO:e05) 
(SEQIDNO:606) 
(SEQIDNO:607) 
(SEQIDNO:608) 
(SEQIDNO:60?) 
(SEQIDNO:610) 



The S' noclease ass^ reaction is a fiooresooit PCR4>ased teclmiipe wUA makes me of the S' 
exomxlease activity of Tag DNA polymaase grzyme to immitor amplificatfon in real time. TVooligomxdeotide 
30 prin^ (forward [.q and reverse [.r]) are iised to £ene^ Atiiird 
oligonucleotide, or probe (.p), is designed to d^ect nucleotide sequence located between the two PGR primers. 
Tbe probe is non-exteodible by Taq DNA polymerase enzyme^ and is labeled with a rqKnter fluorescent dye 

ami a quencher fluorescent dye. Any tflser-inAiced ftmigitinn frmn thft fftpftitgr rfyft ig qniwhpA hy ihf^ gnwirfiing 

dye when the two <fyes are located close together as diey are on the probe. During the an^lificatioa reaction, 
35 the Taq DNA polymerase enzyme cleaves the probe m a teaq>late-dq)endent manner* Tbe resuhanc probe 
fragnients disassociate in solution, and signal fiom the released rq^ 

of the second fIuoropiK>re. One molecule of rq»orter dye is liberated for eadinew molecule synthesized, and 
d^ection of tbe unqueodited reports dye provides the basis for quantitative interpr^ation of the data. 
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TheS'nucleasepiocedureisrua(maie&l-tiin£{p^^ 
Sequence DetectioiL The system consists of a tiiermoc^ycler, laser, dmgjxxyaplod device (CCD) camera and 
computer. Hie system anopli&s sanqiles in a 96-weIl fonxiat on a t2iemu)cycler. During BjnpliScs&jsi^ 
laser-induced fluorescent signal is collected in real-time through fiber optics cables for all 96 wells» aid d^ected 
attbeCCD. The system iiH:ludes software for rumiing tjbe ioso^^ 

S'Nudease assay data aieimtialfy expressed as Q, or li^&reslK>ld cycle, Hiis is defined as tt» cycle 
3t vfbktL fee reporter signal acaimulates above die background level of fluorescence. The ACt values are used 
as quantiiattve measuremem of the relative nunAer of starting copies of a p 
^d sanq>le whencosqiaring cancer DNA results to nonnai human DNA results. 

Table 8 describes the stage, T stage and N stage of various primary tumors which 
the PRO polypeptide oonq»ounds of the inventton. 
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Tables 

PrmifyrY T jmj g and Colon Timtcyr Profilea 

Primary Tamor Stage Stage OtliCT Stage Pukes Stage 1 

Human hmg tomor AdenoCa (SRCC724} [LTl] IIA 
5 Human lung tunK)rSqCCa(SRCC72S)|LTla] 103 

Human luog tunsn* AdraoCa (SRCC726) [LT2] IB 

Human luog tumor AdenoCa (SRCC727) [LT3} IDA 

Human Img tsm^r AdenoCa (SRCC728} [LT41 IB 

Human lung tumor SqCCa (SRCC729) |LT6I IB 
10 Human luqg tumor Aden/SqCCa (SRCC730) [LT7] lA 

Human luog tumor Ad^ioCa (SRCC731) |LT9] IB 

Human lung tumor SqCCa (SRCC732} O^TIO] IIB 

Human hmg tumor SqCCa (SRCC733) [LTill IIA 

mmian hmg tumor AdenoCa (SRCC734) [LT12] IV 
15 Human hmg tumor AdenoSqCCa (SRCC735)(LT13]IB 
^ Human hmg tumor SqCCa (SRCCT36) [LTl^ IB 
y Human lung tumor SqCCa (SRCC737) (LT16i IB 
S Human lung tumor SijCCa (SRCC738) P-TITI IIB 

Bmsan lung tumor S(^X:a (SRCC739) [LT18] IB 
^0 Human luqg tumor SqpCa (SRCC740) [LTIP] IB 

Human lung tumor LCCa (SRCC741) ^T211 EB 
ry Human lung AdetioCa (SRCC81 1) (LT221 1 A 

C Human colon AdenoCa (SRCC742} [Cr2] 
Ul Hmnan colon AdeooCa (SRCC743} [CIS] 
s25 Human colott AdenoCa {SRCC744)[Cr81 
U Human cotai AdoKiCa (SRCC745) [CTIOJ 
p Human colon AdenoCa CSRCC745) [CTlzj 
^ Human colcai AdeooCa (SRCC74'0 [CTU] 
m Human colon AdoioCa CSRCC748) [CTISI 
^0 Human colon AdenoCa (SRCC749} [Cri5| 
P Bmm colott AdoKiCa (SRCC750) [CTIT] 

Human colon AdenoCa (SRCC751) [CTl] 

Human colon MosoOl (SRCC7S2) [CT4] 

Human colon AdoioCa (SRCC753} [CTS] 
35 Bxmsn colon Ad»K)Ca (SRCC754) ICT61 

Human colon AdotoCa (SRCC75S} [CT7] 

Human colon AdCToCa{SRCC756) ICT9] 

Human colon AdsioCa (SRCC757) [CTll] 

Human colon AdenoCa (SRCC758) [CT18] 

40 

DNA Preparation : 

DNA was prepared from cultured cdlline$»pdmarytani^ Hie isolation was 

p^ormed using purification ldt» tniffer and protease and a^ 
Instructions and tlie descr^tion below. 

45 Cdladmrefysis: 

CeDs were washed and trypsinized at a com»itrati(m of 7,5 x 10^ per tq» and pelleted by centrifuging 
at 1000 rpm for 5 minutes at 4^. fc^ wed by washing again with 1/2 volume of PBS recentrifugation. The 
pellets were washed a third tinie» the suspended cells collected and washed 2x with PBS, The cells were then 
suspended into 10 ml PBS. BufBar CI was eqmlihrated at 4*C. Qiagen protease #19155 was ditated into 6.25 

50 ml cold ddHjO to a fmal concentration of 20 ing/ml and equilibrated a^ 10 ml of G2Bu£fer was prepared 
by diluting Qiagen RNAse A stock (100 mig^) to a final concentration of 200 fig/wL 
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Buffer CI (10iid»4*C)aiKlddH2O(40M,4'^wereliienaddedto^ 
tyinvertii^ and incubated cm ii« for 10 mi^^ The ceUnuddweic pelleted by ceotrift^^ 
swingmgbuctonrtorat25(M)ipmat4'Cfor I5ini^^ The supematam was discarded and Aenndd were 
suspended with a vwtex into 2 ml Buffer CI (at4'C)aiKi6mlddHaO, foUowedby a8econd4'Cccntrifug^^ 
at 2500 xpm £c>r 15 minutes. The nucld were then resuspended into the residual hiiffigr iw rng fi} pir 
G2 buffer (10 ml) was added to die suspend nuclei gentle vortexing was applied* Upon conqjledon of 
bufferadditiQn,vigorousvortexii^gwasj?>pliedfor30secoiris. Quiagen protease (200/4 prepared as indicated 
above) was added and incubated at 50^ for 60 minutes. The incubation and centrifiigation was repeated until 
^ lysates were dear (e,g, , incubadng addid<Mial 30-60 minutes, pelktii^ at 3000 x g for 10 mm., 4"Q. 
SoM human tumor sanple preparation and lysis: 

Tumor samples were weighed and placed into 50 ml conical tubes and held on ice. Processing was 
UnritBd to no mom than 2»mg tissue pa: preparation (1 tq)/prep^ The protease solution was fteshly 
prq>ared by diluting into 6.25 nd cold ddHpio a fimd concentration of 2^ G2buffer 
(20 ml) was preparedby diluting DNAse A to a final concentration of 200 mg/^ The 
tuiQor tissue was homo^nated in 19 ml G2 bttfto to 60 seconds usii^ tte 
^ flow TO hood in order to avoid inhalafion of aerosols, and bdd at room tenq)erature. Bmreen san^les, die 
g potytron was cleaned by spinnii^ at 2 X 30 seconds ead^ Iftissue 
. * was sdQ present on die gextetaior tq>, the ^^paratus w^ disassembled and deai^. 

H (Juiagea protease ^prepared as izudicated above, 1,0 ml) was added, followed by vortexing and 

^ mcubation at 50°C for 3 Iwurs. The hicubation andoentrifiigation was repeated until die lysales were dear (e.;., 
incubaliog additbnd 30-60 ndnutes, pending at 3(K)0xg for 10 mi^ 
Human blood pr^aration and tysis: 

Blood was drawn fiomheallhy vohmieers using standard infectious agent protocols and dtrated into 10 
ml sanq>les per tip, (^dagra protease was fieshly pi^>ared by dihition into 6.25 ml cold ddHjO to a finni 
concentration of 20 xog/aH and stored m 4**^ G2 buffer was prepared by dihding RNAse A to a final 
25 concentration of 200 figfwl fiom 100 XDg/M stock. The blood (10 ml) was placed mto a 50 ml conical tube and 
10 ml CI buffe and 30 ml ddH^O (bodi preWousIy equilibrated 

by invertit^andheldonicefor lOminntes. The nudd were pdleted widi a Bedcman swinging bucket rotor 
at 2500 rpm,4X: for 15 DMnutes and the sigietnatant discarded. Wifli a vortex, die nudd were suspended into 
2mIClbuffer(4°C)aDd6mlddH20(4*<^). Vortexmg was repeated until die pellet was white. Thenuddwere 

30 dien suspended into die residual Inifferusu^ a 200^ tip. G2bufkr (10 mQ were added to the suq)eni^suc]d 
«Me gently vortexing, followed by vigorous vortexing for 30 seconds. (Juii^ protease was added (200 ;d) 
and incubated at 50^ to 60 ininutes. The inctibation and centrifii^^ 
ie,g, , hscubating additional 30-60 minutes, pelleting at 3000 x g to 10 mm.. 4**Q. 
haificatton ofdeared fysates: 

35 (1) Isolation of genomic DNA: 

GenomicDNAwaseq^tilibrated(l8anq^permaxitqipreparation)wh^ QPdution 
buffer was equilibrated at 5fft:, The sanq>Ie8 were vortexed to 30 seconds, dioi loaded onto equilibrated tq^ 
and draii^ by gravity. The t^ were washed widi 2 x 15 ml <JC buffer. The DNA was duted into 30 ml 
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8aanized,autockved30iniCortxtiaxswithl5xnlQPbuQ^ Isopiopaool (10*5 zxd) was added to each 
san^Ie, the tubes covered with parafm and mixed by zepeaied Inversion until ^ DNA prec^ntated. Samples 
were pelleted by centrifiigatian in die SS-34 loior at 15.000 ipm for 10 minutes at 4*C. The pdlet location was 
marked, the sijpexnatant discarded, and 10 nd 70% ethanol(^ Sanq)les were pelleted again by 

ceotriftigation on die SS-34 xotor at 10,000 xpmfior 10 mimi^ The pellet location was marked and <te 
$i^)ematant discarded. The tubes weie (hen placed on their side in a diyiiigradc and dned 10 niinntes at 
taking care notto overdry the sanq>les. 

Afier dryipg, the peO^ were dissolved into LO ml TE (pR 8.5) and jdaced at 50^ for 1-2 hours. 
San^les were held ovemi£}it at 4^ as dissohition continued. The DNA solution was dien transferred to 1.5 ml 
tubes widi a 26 gaage needle on a tuberculin syriqge. The transfer was rq;)eated5x in order to shear die DKA. 
Sanqdeswwethm placed at 50X:; for 1-2 hours. 

(2) Quantitation of caiomie DNA and prepara tion for gene amplification assav : 

Ihe DNA levels in e^ tube were quantified by standard Ajeo* Ano spectrophotometry on a 1:20 
dilution (5 /d DNA + 95 /d ddH^O) usii^ the 0. 1 ml quartz cuvetts m the Bedanan DU640 spectrophotometer* 
Assi/Aqso ratios were in the range of 1.S-L9. Ea(^ DNA sanqiiles was then diluted fiirdier to approxiinately 200 
ng^ml in TB (pH S.5). If the original material was hi^y conooitrated (about 700 ng//d), the material was 
placed at 50°C for sev^ hours untS resuspeoded. 

Kuoronoetric DNA quantitation was dien performed on d^ diluted material (20-600 ng/ml) using (he 
mamifiacturer's guidelines as modified below. This was acconqplished by allowing a Hoeff^DyNAC^uant 200 
fluorometer to wann-i:^fo about 15 minutes. TheHoechstdye workmgsohxtion(#H33258, 10;4,piqmred 
widiin 12 hours ofuse) was diluted into 100 mil xTNEbufGer. A2mlcuv^w^fiiledwidLthefhioronieter 
solodon, placed into die machme, and die machhie was zraoed. pGEM 3Zf(-h) Q id, lot #36(^1026) was 
added to 2 ml of fhionnxieter solution and calibrated at 200 units. An additional 2 ^ofpGEM3Zf(+} DNA 
was then tested arxi die reading confirmed at 400 +/- 10 units. Each sanqile was then read at least tntrq>licate. 
yfbsn 3 sano^les were found to be within 10% of each odi^, their average was taloen and this value was used 
as die quantificaticm value. 

The fhioronietnidy determined concentration was dien used to dilu^ 
This was done simultanfl ously on all ten9)late samples for a single Taq^fan plate assay, and widi enough material 
to run 500-1000 as8^. The saitples were tested ia triplicate widi Ta^pnan™ primers and probe bodiB-actin 
aiidGAPDH on a sh^e plate widi iH>nnal human DNA aixdi2o-tenq)late CO The diluted sauries w^ 
used provided diat die CT value of normal human DNA subtrwted from test DNA was ThedihitBd, 
lot-qualifiedgeDomicDNAwas5toredinl.0mlaliqw>tsat-g0^. Aliquotsixiiich were subsequently to be used 
in the gene any l ificad o n assay were stored at 4^. Each 1 ml aliquot is eoou^ for 8-9 plates or 64 tests. 

Gene ampJ^oidon €issay: 

The PRO polypeptide confounds of die invention were screened in the following primary tumors and 
die resulting AQ values greater dian or equal to LO are reported m Table 9 bdow. 
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Because anqdi&ation of the various DNA*s as descnbed ate^ve occurs ia various tumors, it is likdy 
associated with tumor formation axid/or growth. As a result^ antagonists (e.g>, antibodies) directed against these 
polypeptkks would be e^qiected to be useful in canc^ therapy. 

PXAMPLE 115: Tndutli^ of r^|ps in Eodo^h^ifl Cells (Asyty 34) 

This assay is designed to delermi!^ v^i^ier PRO polypqstides show die abQity to hiduce c-fos in 
endothelial cells. PRO polypeptides testing positive in this assay would be expected to be useful for the 
therapeutic treatment of conditions or disorders where anagenesis would be beneficial inchiding, for exanq>le» 
wound healing, and the like (as would agonists of these PRO polypeptides). Antagonists of the PRO 
polypqiddes testing positive in this assay would be expected to be useful far the dier^utic treatment of 
cancerous tumors. 

Human venous umbilical vdn endcrthelial cells (HUVEC, Cell Systems) in gtowdimedia (50% Ham's 
F12 w/o GET: low gbcose, and 50% DMEM without glycine: with NaHC03 , 1 % glutamfoe, 10 tsM HEPES, 
10% FBS. 10 ng/mlbFGF) were plated on 96-weUmiaodta plates at a cdldensi^ The 
day after plating, die cells were starved by reouiving the grow&inedia and treath^ die c^ lOO^d/well 
test sanqples arsl controls (positive control = growth media; negative control = Protein 32bufier = 10 mM 
HEP£S« 140 mM NaCl« 4% (w/v) mamiitoU pH 6.8). The cells were incubated for 30 nnnutes at in 5% 
COj. The sanqto were removed, and ti» first part of dKbDNA kit protocol (Ch^ 
037) was followed, where each c^ntalized rea^nt/buffer listed below was available from the kit 

Bri^y, tiie amounts of die TM Lysis Buffer and Probes needed for die tests were calculated based on 
infcmnation provided by the mannfacrurer. The appropriate amounts of diawed Probes were added to die TM 
Lysis Buffer. The CapnireHyhridizadon Buffer was warmed to room lenQ>eta&n« The hDNAstr^ were sec 
iq> in the noetal strip holdm, and 100 Ad of Ckptore Hybridization Bi^^ 

folkr»red by incubation for at least 30 minutes. Tbetestf^ates with die cells were removed fnm die incubator^ 
and the media was gently removed using die vacuum manifold. 100 /d of Ly^ Hybridization Buffer widi 
Probes were quicldyp^)etted into eadiwdl of die miczotiter Tbe plates were diea incubated at 55°Cfi;»r 
15minutes. Upon removal fiinn die incubator, die plates were {daced on the vortex n^ 
adapter head and voTtexed on die jj^ setting for one ininute. 80 /dofdielysate was removed ax»i added to die 
bDNA wells contaiiiing the Cs^ture Hybridization Bu^> azid pipetted^ The plates were 

incubated at 53^C for at least 16 hours. 

On die next day, the second part of die bDNA kit protocol was foOo^ SpedficaOy, die plates were 
leuKived firom die hicubator and placed on die benc^ to cool for 10 mi^ The vohm^ of additions needed 
were calcukted based tq)oninfbniiationimvided by the manuibctum An Anqdifier Working Solution was 
preparedbyinakingahlOOdilutionofdieAnqdifierConcentrateCZOfi^ The 
hyfaridizadoninixture was removed from die plates and washed twiM SO^IofAnq>IifierWoridiiS 
Soludon was added to each wdl ami die wells were incubated at S3X fbr 30 minutes. The plates were dien 
removed fhmi die incubator and allowed to cool for 10 minutes. The Label Probe Woikxpg Solution was 
pr^ared by making a 1:100 dilution of LabdConcoitrate (40 pmoles/^ After 
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the lO-Qmnite cool-down period, tbe mpV&et t^bridizatlonmixtiire was reoaoved and the plates were washed 
twice with Wash A. SO ^xl of Label Ptobe Workup Solotion was added 1o each wen ai»i tbs wdls were 
imnd^atedatSS^C for IS minute. Aftercoolingfor 10 minutes, the Substrate 

Upon addition of 3 of Substrate Enhancer to eacii ml of Substrate needed for Oe assay, flie plates were 
allowed to cool for 10 minutes, label hybridizaiion mixture was ronoved, and the plates were washed twice 
with Wash A and three times wi& Wash D. SO/ilof the Substrate Sohition with &±ancer was added to each 
well. The plates were imaibalBd for 30 minutes at 37'*C and RLU wa& read in an appmprifltg Iwminnnwfer " 

The replicates were averaged and the coefSdent of variation was det^^ The measure of activity 
of ^ fold increase over the negative control (Protein 32/HEPES buffer described above) value was indicated 
by cihenuhnnii^ceDce units (RLU). The results are oomidered positive if ^ PRO polypeptide e3diibit5^ 
a two-fold vahie over ^ negative bufEercontroL Negative control ^ i.oqrlU at 1.00% diMoa. Positive 
control 8.39 RLU at 1.00% dihition. 

The foUowiog PRO polypeptides tested positive in diis assay: PR093S, PRQ200, PR0865, PR07S8 
andPRO1013. 

EXAMPLE 116: Prolifcratian of Rat Utricular Supporf ing f!ens (Assay St ) 

This assay shows diat certain polypeptides of the invention act as potent mitogens for inner ear 
suppoiUug cells mdxidi are auditory hair cdl progmtors and, therefore, are useM for inducing (he xegeneration 
of auditoiy hair cells and treathig hearing toss in manmals. The assay is performed as follows. RatUEC-4 
utricular epiiheM cdls are allquoted into 96 wdi plates widi a de^ 

containing medium at 33*^, The cells are cdtuied overniglit and are then swiudied to serumrfinee mediw 
37C Various dihitions of FRO polypq>tides (or nothing for a control) are t^ 
cells are incubated for 24 hours. After the 24 hour incubation, 'H^hymidine (1 /iCi/wdQ is a{^ 
aretbencutturedforanadditional24 hours. The cdtures are tfienwadied to lenujve unincorporated radiolabel, 
d^cellsharvestedandC^perwe&d^ermined. Cpmofatleast30%orgreaterin^PROpolypeptidetreated 
cultures as conpared to &e control culmres is consiKfered a positive in the assay. 

The following polypqidde tested positive in diis assay: PR0337, PR0363 and PRO1012. 

EXAMPIJB117:PetectionofPROPolvpeDtidesThgtAf^ 
(Assay 94^ 

Thi s asst^ is desigi^ to det^miiie wh^her PRO pofypeptides show &e alH^ 
uptskB by adipocyte cells. PRO polypeptides testing positive in this assay would be expected to be use&l for 
the therqpeutic treatment of disorders where eidier the stimulation or inhibition of glucose liptake by ad4x)cytes 
would be beneficial including, for exan^le, obesily, diabetes or hypCT- or faypo-msuUnemia. 

Ina96wdlform^ PRO pdypqtides to be assayed are added to primary rat adipocytes, and aUowed 
tonicubateovermg^ Saiq)les are taken at 4 and 16 hours aiui assayed for glycerol^ghic^ 
After ^ 16 lK>urmcubation, insulin is added to the nudia and allows a 
sanq>k is talxn and glycerol, glucose and FFA uptake is nieasured. Media containh^insului without die PRO 
polypeptide is used as a positive referral ocmtroL As the PRO po^yp^dde being tested may either stimulate 
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or inhibit glucose and FFA iqitake , results are scored as positive in the assay if greater diaa 1 3 times or less 
tiian 0.5 times the insulin control. 

The foUowiqg PRO polypeptides tested positive as sdmulatois of glucose and/or FFA uptake in this 
assay; PR0181, PRQ200, PR0337, FR0362, PR03O, PR0731, FR0534. FR01114 and PROIOZS. 

The following PRO polypeptides tested positive as inhibitorss of glucose and/or FFA iq^take in tlxis 
5 assay: PR0195, PR0322, PR0862, PR0868. PR0865 aad PR0162, 



EXAMPLE 1 18 : Detection of PoivpeDtides Tliat AS&X Gtacose and/or PPA Uprafee in S^ ft ^etal Moscle (Assay 
106^ 

This assay is designed to detennine wiffitl^ PRO iK}lypq)tides ^ 
10 uptake by skeletal nmscle cells, PRO polypeptides testing positive in this assay 

^ mu^Ie woold be beneficial incliiding» for e:can;>Ie, diabetes or hyper- or liypo-insulinenua. 

Iha96 wellfonnat« PRO polypeptides to be assayed are added to priniaiy nit dif&te^^ 
^ muscle, and allowed to incubate ovemiglit. Then fiesh me(£a with the PRO polypej^ide and +/- hisulin are 
|j[S added to the wells. The sample media is ttennx>nitoied to detecmii^ glucose and FFA vptsike by die sisletal 
muscle cells. Tlie insulin wiQ stimulate ghime and FF^ 

widunitthePROpotypqitideisusedasapositjyecontrol,amla]^^ AstfaePROpolypqttidebdQg 
tested may eidier stimulate or inhibit glucose and FFA ij^take, results are scoied as positive in the assay if 
greater than LStiznes or less tiian 0.5 tiuffis the insulin contioL 

Hie following PRO polypq>tides tested positive as either sthnulatorrs or inhilntors of g}ucose and/or 
P FFA Intake m fliis assay: PR0181, PRCGOO, PRO1083, PR0865, PR0162, PRO1008 and PRO1330. 

EXAMPLE 119: Stimulation of Heart Neonatal Hvpertronhv fAssav n 

This assay is desigi^ to measure the ^ili^ of PRO polypeptides to stimulate Irypeittopliy of neonatal 
25 heart. FRO polypeptides testing positive in tins assay aiee^cpected to be useM 
various cardiac insufBdency disorders. 

Cardiac myocytes &om 1-day old Harlan Sprague Dawley rats were obtained. Cells (180 /d at 7.5 x 
10*/ml, senmi <0.1%, freshly isolated) are added ond^ 1 to 9&-wen 

+ 4 % PCS . Test sanq)les o(mtainiqg the test PRO polypepti^ or growdi n^um only 0}egative control) (20 
30 ftl/well) are added directly tn the \yeTl« m rfay 1 , PfiP f^Q jii/Ty^.ii) thr" m day 2 at ftnnl foncffntration 
oflO^M. TbeceIbarethenstamedonday4amivisualfyscoredonday 5,«d2erei^ 
in size as con:9>ared to negative controls are scored 0.0, cells showing a small to moderate increase in size as 
conq>a£ed to n^ative controls are scored 1 .0 and oeHs showiz^ a large increase in size as cntnpared to negative 
controls are scored 2.0. A positive result in die assay is a score of i.O or greater. 
35 The following polypqjtides tested positive m this assay: PR019S, FRQ200, FR0526 and PR0792. 

gXAMPLB X 20: Enhancement of Heart Neonatal Hvpe rtroDhv Induced bv F2a (Assay 37^ 

This assay is designed to measure tte ability of PRO polypeptides to stimulate bypertrppby of neonatal 
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heart PROpolyp^tides testing positive in this assay are expexted to bft useful for tf^Aerapeiirin f n>atinwi» nf 
vadous caxdiac insuffidency disoidexs. 

Cardiac myocytes firam 1-day <M Harlan Sprague Dawky rats obtained. Cells (1 80 ;d at 7,5 x 
10*Anl, serum <OJ%,fireshly isolated) are addedon day 1 to 96-w 

+ 4%FCS.Tcstsaa^)lescoxuaiIli^gtbetBstPRO polypeptide (20 ^d/well) are added directly to the wdls cm 
5 dayl. PGFC20/d/weU)istiienaddedonday2atafinalconcen^^ The cells are then stained 

cad^ 4 and visually scored on day 5. Visiial scores are based on cdl size, \i*ffirefai cells show^ 
in size as compsxed to negative contrds are scored OA ceills showix^ a small to moderate increase in size as 
conQ>8red to negative controls are sc(»ed 1.0 and cdlsshowii^ a large increase in size as con^mred to s^egative 
controls are scored 2.0. A score of 1.0 or greater is considered positive. 
10 No fBS is inchided, since caldum concentration is cnticalfo^ Plates are coated with 

DMEM/F12 phis 4% PCS (MO ;d/weD). Assay media induded: DMEM/F12 (with 2.44 gm bicarbonate), 10 
/zg/ml transferrin, 1 pcgfwl insulin, 1 ^g/xnl aprotinin, 2 mmol/Lghaamine, 100 U/ml pemcillin G, 100 f^g/jxA 
stneptooQrdn. Protdn bofier containing mannitol (4%) gave a positive signal (score 3.5) at I/IO (©♦4%) and 
S 1/100 (0.04%), bat not at I/ICKX) (0.(X)4%). Tberefore the test san^k bufifer containii^g mannitol is not run. 
^5 The followipg PRO polypeptides tested positive in this assay: PR019S. 

i 

EXAMPLE 121 : Guinea Pig Vascular Leak ^As says 32 and 511 

3 

^ This assay is designed to d^enmne\diedber PRO polypeptides of the 

p to induce vascular permeability. PWypeplides testing positive in this assay are ejq^ected to be 

^^0 thcr^>«ttic treatment of conditions whidi would benefit fipcm cnham^ed vascular permeability hKhwUng, fijr 

p example, conditions wfaicfa may bem^ firom enhanced local tmmiinp? syston cell infiltration. 

^ Hairless guinea pigs wei^^^g 350 grams or noore were anesthedzedw^ 

5 mg/kg Xylazine intramuscularly. Test samples containing die PRO polypq)dde or a pliysiolo^cal buffer 

witiKrat the test polypeptide are iigected into fikm on the b^ 
25 mtradetmally. There were q)pn)xnnatdy 16-24 injection sites per animaL Onemlof Evans blue dye (1% in 

PBS) is then injected intracardially. Skin vascular permeability responses to the conq)oands(/.e,blemisi^ 

(he iiyection sites of injection) are visuaUy scored l>y measuring die di 

the site of injection at land 6 boors post administration of the test materiab The mm diameter of bluei^ at 
the site of ityection is observed and recorded as well as the severity of fee vstsra\ttr if>giragf> , Blemishesof at 
least 5 mm in diameter are considered positive for die assay wbea testing purified profrfm, heing iwdiftatrvg f%f 
die ability to indtve vascular leakage or permeabilify. A response greater dian 7 mm diamctra^ is considered 
positive for condidOMd media san^Ies. Human VE(3F at O.lA^g/100 /disused as a positive control, induciiig 
a response of 15-23 mm diameter. 

TIk foUowii^ PRO polypeptides tested positive m diis assay: PRQ200, 
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EXAMPLE 122: Skin Vasailar Pfermfia hflitv Assay (Assay 64) 

This assay shows that certain polypeptides of tiie invention stimulate an immsne response and induce 
inflammatio n by inducing mononuclear cell, eosinophil aod PMN infiltration at die site of iigection of die animaL 
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Conqxnmds ^iiicfa stimalaie an immune resposise are useful dierq)eutically wiiere stzmulation of an hmnune 
response is b^ficial* lliis sldn vascular penxiealnlity assay Hairless guinea pigs 

wei^uog 350 grams or more are aneslfaedzed with ketamine (75-80 ipg/Kg) and 5 mgfKg xylazine 
intramuscularly (INQ. A sanyle of purified pcrfypq^ide of tl^ inventicm or a coirfitioned mefjia tMt ^mpl^ «y 
injectedintradermaUy ontDtiiebadcsof thetestani^^ It is possible to have 

5 abom 10-30, preferably about 16-24, ix^ection sites per anim^ Qoefdof Evans blue dye (1% in plhysiologic 
buffered saline) is iz^jected intracardialiy. filmishes at die injection sites are tt^ai measured (mm diameter) at 
1 brand 6 hr post infection. Animals weie sacrificed at 6 hrsaftoixxjection. Eadi skin injection site is biopsied 
and fixed in formalin. The skins are dien prepared for histppadxdogic evaluation. Each site is evaluated for 
inflammatory cell infiltration into tixe skin. Sites wifii visible infiammatory ceO inflammation are scored as 
10 positive^ Tnflatmnaffiry cells may be nearfmpliilTC, eftgffWYphiUp., mrmftryttfi lynyli^yytff At least a minimal 

px perivascular infiltrate at the injection site is scored as positve, no infiltrate at ti» site of injection is scmed as 

\Q ittgative, 

fi The following polypeptide tested positive in ibis assay: PRO200, PRQ362 and PR01Q31. 

§ 

gl5 EXAMPLE 123: hduction of c>fos m Cortical Nairons f Assay R3> 

This assay is deslgiied to determine whether PRO polypeptides show tbe abilx^ to induce c-fos in 
a cortical neurons. PRO polypeptides testing positive in this assay would be expectisd to be usefol for the 

!^ tfaerspeutic treatment of nervous system disorders ai^ li^unes where neuronal prolifmtion would be benefidal. 

%J 

^ Cortical neurons are dissociated and plated in growdi medium at 10»000cd^ 

After ^roximatdy 2 cellular divisions, the cells are treated for 30 m^^ 

(negative ocmtrol). The cells are then fixed for 5 mtmiteg with cnM Tng^aw>i and stained witti an antibody 
directed againstphosphorylatedCREB. mRNA levels are QiBea calculated using chemihzminescence. Apositive 
in the assay is any factor diat results in at least a 2^fold increase in c-fos message as compssed to the negative 
controls. 

25 The following PRO polypefrtides tested positive in this assay: PRQ200. 

EXAMPLE 124: Mouse Kidney M esflryrifli 0 41 Proliferatjon Assav (Assay 92) 

This assay shows that certain polypeptides of tlie invention act to induce proliferation of mftrnnwiifln 
kidney mesapgial odls ss^ therefore, are usefid for treating kidney disorders associated with decreased 
30 mesang f a I cell font^on sach as Berger disease or oth^ aephrppafluea associated with Sehdnlein-Henoch purpura, 
celiac disease, dermatitis herpetiformis or Crohn disease. The msy is performed as follows* On day one» 
mouse kidn^ mesan^ cells are plated on a 96 weU plate in growth ine^ 

Eagle's n^dhnn and Ham's F12 medhmi. 95% fetal bovine serum, 5% siqiplemeitfed widi 14mM HEPES) and 
grown overnight Qnday2,PROpoIypqytidesaredihitedat2conoeQn:adcms(l%and0.1%)m 
35 medhun and added to the cells. Control san]pl» are seruno-free medium alone. Ondqr4y20/dofthe Cell Titer 
96 Aqueous one sohition reag^ (Progenia) was added to each wdl and fbc coloimetric recK;tion was allowed 
to proceed for 2 hcHirs. The absorbance (OD) is then n^asured at 490 nm. A positive in die assay is anydiiqg 
itst gives an absorbance readmg wfakb is at least 15 % above the control reading. 
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ll»foIlowii^polypepti(fe tested positive in^ assay: FRO200, FRQ363, PR0731, FROS34, m(X66 
aDdPROlOSl. 



EXAMPIJ312S : Pfericvtec^F6sIiaductOT 

This assay sbows that certain polyp^tides of the inveotian aa to induce tiie ej^xression of ofos in 
S perii^ cells and, therefore, are useful not only as diagnostic madoers for particular ^pes of pericyte-associated 
tunK>rs but also for giving rise to antagonists ^h^iicb wouU 

of pericyte-associated tumors. Specifically, <m day i, pericytes are received ftoinVEC Technologies and ^ 
but 5 ml of n^dia is removed fi?om flask. On day 2, tiie pericyte are trypsinized, washed, spun and tlra plated 
onto 96 well plates* On day 7, the media is removed and die peric^ are treated with 100 fi of PRO 
10 po^ypeptitte test sauries and controls (positive control = DME+S% serum 4-/- PDGF atSOO ngAni; negative 
^ control « protein 32). Replicates are averaged and SD/CV are determined. Fold increase over Protein 32 
^ (buffer control) value indicated by cbemiluminesceDce units (RLU) hnmnameter reading verses firequenc^ is 
, pl<rtted on a liistogram. Two-fold above Protdn 32 value is considered positive for tte ASYMatrix: 
fQ Growthnwdia = low glucose DMEM = 20% FBS + IXpenstrqi -h IX fungizone. Assay Media » low 
fU5 gtacose DMEM +5% FBS. 



The following polypeptides tested positive in Chis assay: PRQ200. 



^ EXAMPLE 126 : C3iondTOcvte Re-difTerentiatkm Assay ^Assav 110) 

1^ This dsssy shows that certain polypeptides of the invention act to induce redifferentiation of 

'^20 cbondrocytes, there^cm, are expected to be useM for ifaetieatinent of various bone and/or cartilage disorder 
^ siKfa as, for example^ sports injuries and arthritis. The assay is performed as follows. Porcme diondrocytes 
are isolated by ovemi|^ coOagenase digestion of articulary cartilage of metsotpopbalaogeal joints of 4-6 montii 
old female pigs. The isolated cells are ttien seeded at 25,000 ceMcnf in Ham F-12 contain 
4 /(g/ml gentamycin. The culture media is diaqged every tiurd d^ and tiie cells are then seeded in 96 weH 
25 plates at 5 ,000 ceUs^eQ in 1 OO/d of the same media without serum and 100 ^ of liie test PRO polypeptide, S 
nM staurosporin ^x>sitive controi) or medium akuie (n^ative controi) is added to give a final vohime of 200 
idAveO. Afier S days of incubation at 37^, a picture of eadiweU is taken and ibedif^ 
chondrocj^isd^ermined. A positive result in the assay occurs when the rediffer ^riflttfm ttw rhemAmrjtf^ 
is determined to be more similar to die positive control tfa ^ the negative controL 
30 The foUowingpoIypeptide testedposiiive indiis assay; PRQ200, PRQ285, PR0337, PROS26, PR0362, 

PR0363, PR0531, PRO1083, PR0862, PR0733. PRO1017, PR0792, PR0788. PRO1008. PRO1075. PRCy725 
andPRO103L 

EXAMPLE 127: Petal Hemoglobin Inducti on in an Ervifaioblastic CeH Line f Assay icm 
35 This asss^ is usefol for screenipg PRO polypqitides for Use ability to induce the switch from adult 

hemoglobin to fotal hemoglobin in an crydiroblastLc cell line. Molecules testing positive in thi^ assay are 
Gq^Gded to be useful for therapeuticaily treating various mammalian hempglobtn-assodatBd disorders such as 
the various thalassemias. The assay is perfom^ as follows. Erythroblastic cells are plated in standard gtowtb 
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medium at 1000 cells/well in a 96 well fonnat PRO polypepdte are ailed to the growth medimn at a 
conceotrationof 0.2% or2« aiul the cells are incabaied for 5 d^ at As a posittve control, cdls are 
treated wifli lOO^iM hemin and as a negative amtrol. die cdb are untreated. After 5 days, cell lysates are 
preparedandanalyzedtbrthee^ffessionof gamma gIobm(^ A pOTMve in the assay is a gamma 

globxn level at least 2-fbld above the iiegative controL 
5 Tte following polypeptides tested positive bi (his assay: PRQ237, PR038I, PROSfiZ, PR0724, 

PR0866, PR0in4, PR0725 and PRO107L 

EXAMPLE 128: Induction of Pancreat ic B-CfeH Precursor Proliferation fAssav im 
Ibis ass^ shows that certah polypeptides of tl^ invention act to hidooe m 
10 pancreatic P-cell precursor cells and, therefore, are useful far treating various msulin deficient states in 
mammals, inchidlQg diabetes meOitos. The assay is performed as follows. The asss^ uses a primary cuhme 
of mouse fetal pancreatic cells and (he prinfflry leadout is an alteratt^ 

eitiierp-cell precursors or mature p-cells. Marira expression is n^asured by real time quantitative Pai(RTQ- 
PGR); ^^lerein die n:iaiker being evaluated is a transcr^idon fector called Mxl, 

The panoeata are dissected from E14 embryos (C!D1 mice)« The pancreata are then digested with 
collagenase/di8pasemF12/DMEMat3T»Cfor40toe0mmntes(cd^^ lJ37Tag/M,Bodsnn8S[ 
Mannheim, #1097113). The digestion is ibeaneiitralized with an equal volun^ of 5% BS^ 
washed once wi&RPKQl640. At day I, the odis are seeded into 12-wett tissue cultm:e plates ft)Ere<»^ 
lanrinin, 20;tg/ml in PBS, Boehringer Mannheim. #124317). Cdb ftom pancreata ftom 1-2 emhiyos aro 
distributed per weQ^Tbe culture medium for this primary cutuie^ At dsQr 2, the media is removed 

andthe attached ceUs washed widiRPMI/1640. Two mis ofinimmal media are added m addition to die protein 
tobetested. At day 4, die niedia is removed and RNA prepared frcmithe cells and 
by real tiuK quantitative RT-PCR. A protdn is considered to be active in the ass^ if it iiK»^ 
of die relevam p-ceU marker as con:q[>ared to untreated controls. 
14F/1640 is RPMI1640 (Gibco) phjs die foUowiag: 
group A 1:1000 
group B 1:1000 

recombmant human insulin lO/ig/ml 
Apn^nin (SOfig^) 1 :2000 (Boehringer manheim #981532) 
Bovine pituitary extract (BPB) 60/^gtol 
Gentaniycm 100 ngfM 

Group A : On 10ml PBS) 

Transferrin, lOQmg (Sigma T2252) 
Epidermal Growdi Factor, 100/tg (BRL 100004) 
*niio&rthyronine,10;d of 5x10^ M (Sigma T5515) 
Ethannlamine, lOOfd of 10^ M (Sigma £0135) 
Phosphoedialamine, lOO^d of 10"* M (Sigma P05O3) 
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Setamm, 4^ of lOr^ M (Aesar #12574) 
Group C : Cm 10ml 100% ethanoQ 

HydrocortiscHie, 2^ of 5X10^ M (Sigma #H0135) 
Progestetone, lOOfd of 1X10^ M (Sigma #F6149) 
For8la>lm, SOOpl of 2QmM (Callnodiem #344270) 
5 Minimal media: 

RPMI 1640plus transferrin (lOpg/ml), insato 
and BFE (15 ^ml). 
De&edmedla: 

RPMI 1640 plus transfiaiin (10 AtgM). insulin (1 ftg/mi), gentanrycin (100 pg/ml) and qirodnin (50 

10 figfml}. 

^ Tbs following polypqrtides tested positive in tins assay: PRQ237 and PR0731. 

1 

fi gXAMyt^E 129: Stimulatory Activity in Mixed LvmnhQCvte Reac H on (MLR^ A^^v f A^y OA ) 
^ This exanqde shows fliat certain polypeptides of the invention are active as a stinmlaior of the 

proliferalionof stimulated T-lynq»lH)^ Ckm^jounds which stinmlate proliferation o 
fcer^>euticany where ffl hanc mi ent of an immune response is beneficial, A&ei^eutica^maytatethefonn 
of antagonists of the polypeptide of fbe inveition, for example, muxinetonan chimeric, humanized or human 
antibodies against the polypq^ide. 

The basic protocol for this assay is described in Current Protocols in Immunology, unit 3. 12; edited 
^ by J B CoHgan, A M Kruisbeek, D H Marglies, E M Sfaevach, W Strober. National Insitut^ of Heallh. 
p Published by John Wiley & Sons, Lks. 

More specifically, m one assay variant, pcrqtoal blood moiwnuclear cdls (EBMQ are isolated frran 
manrmalian individuals, for exanqde a human vohmtecr, by leukopheresis (one donor witt supply stimulator 
PBMCs, the other donor win supply responderPBMCs). If desired, flie cells are ftozeam fetal bovine serum 
25 and DMSO after isolation. Frozen cdls may be ftawed oveniigjit in asssy media (37^^ 

washed and rcsuspended to 3x10* cells/ml of assay media (RPMI; 10% fetal bovine serum, 1% 
penicillin/streptomycin. 1% glutamhie, 1% HEPES, 1% nniKessential amino acids. 1% pyruvate). The 
stimulator FBMCi are prepared by irradiatiqg the ceDs (ab^ 

The assay is piq;»ared by platii^ in triplicate wdls a mixture 
30 100:1 oftestsanqde diluted to 1% or to 0.1%, 

50 :1 of irradiated stimulator cells, and 
50 :1 of responder PBMC cells. 
100 microliters ofoeU culture nMdia or 100 UMcrolto of CI^ The wells are dien 

incubated at 3TC. 5 % CQi for 4 days. On day 5, eadi wefl is pulsed with tritiated thymidine (1 .0 mCVweU; 
35 Amersham), After 6 hours the cells arc wadied 3 times and thai die uptake of to 
hi anotor variant of this assay, PBMCs are isolated fiom Oie spleens 
The cells are teased firom fiieshly harvested spleens in assay nwdia (RPMI; 10% fetal bovine serum, 1% 
pttiidllhi/strqrtomydn, 1% ghitamine, 1% HEPES, 1% non«sential amino a:ids, 1% pyruvate) and die 
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PBMCs axe isolated by overk^ing diese cells over Lyzzqdiolyte M (Qisanoa Telmika), ceatrifogiQg at 70Q0 
rpm for 20 mizmtes, coOecting and washing ^ 

to bdO^ cdls^ of assay media. The assay is then ooiKtucted as described above. 

Bosidve imaeases over control axe considered positive widi mcreases of greater than or equal to 180% 
being preferred. However, any value greater than control indicates a stimulatory effect for ^ test proteia. 

The following PRO polypqrtides tested positive hi this assay: PRQ273, PROS26, PR0381, PR0719, 
PRO866andERO103L 

EXAMPLE 130: Inhibitory Activity in Mixed Lvmnliocvte R eaction {MLR> Assay (Assav gn 

This exan^le shows that one or more of the polypeptides of the invention are active as inhibitors of the 
ftfoliferation of stimulated T4ynqdiocytes. CoiiqxntndswMch inhibit proliferation of lyoqiho^tes are 
therapeutically wliere su|^>ression of an immune response is beneficial. 

The basic iTOtoa>lfi>r this assets described in Curx^Pto edited 
by J £ Coligan, A M Kxnisbeek; D H Marglies. E M Shevach, W Strober, National Insitntes of Healdi, 
Published by John ^(^ley & Sons, Inc. 

More specifically, in one ass^ variant, p^^heral blood mononuclear cells (PBMC) axe isolated firom 
nMmmalfan individuals» for exan^le a human vohmteer, by leukqpheresis (one donor will sq^y Btinniigtnr 
PBMCs, the o&er donor will suppfyresponder PBMCs). Kdesixed, thecals are frozen in fetal bovine serum 
and DMSO after isolatiozL Frozen cells may be diawed ovanaight m assay media 5% CO^ and then 
washed and lesuspended to 3x10^ cells/ml of ass^qr media (E^FMI; 10% tstsl bovine serum» 1% 
peaidllin/streptomycm, 1% ghitamine, 1% HEPES* 1% non-essential amino adds, 1% pyruvate). Hie 
stimul a t or PBMCs are prqared by irradiath^g the cells (about 3000 Rads). 

The assay is prq>ared by platii^ in tr^licate wells a mixtuie of: 

100:1 of test sample diluted to 1% or to 0.1%, 

50 :1 of irradiated stimulator cells, and 

SO :1 of responder raMC cells* 
100 microliters of ceO culture media or 100 xnicrolitero^ The wells axe dien 

incubated at 3TC S% CO2 for 4 days. Onday5,eachwdlispulsedwi&trUiatedtbymidu]e(L0mC/^ 
Ame r sham ) . After 6 hours die ceils are washed 3 thxies and dien die if)take of tb^ 

In another variant of this assay, PBMCs are isolated from die spleens of Balb/c mice and CS7B6 mice. 
Hie cells are teased ficom fireshly harvested spleens m assay media (RPMI; 10% fetal bovine serum, 1% 
penicillin/str^tomydn, 1% glutamhie, 1% HEPES, 1% non-essential amino adds, 1% pyruvate) and die 
PBMCs areisolatedby overiayh^ these cells over Lynqphdyte M (Organon Tekmka), ceiitrif^^ 
xpm for 20 xninutes . collecting and washing die monomiclear cell layer in assay media and reftiiftp femTtng ih^ ci^ll « 
to 1x10^ ceDs/ml of assay media. Tte assay is IhenoHiductad as described above. 

Any decreases below control is consid^ed to be a positive result for an inhibitory compound, with 
decreases of less dian or equal to 80% being preferred. However, any vahic less than control indicates an 
hihilutDiy efifed for die test protein. 

The Mowmgpolypqrtidetestedposidve mtfais assay: PR0273, PR0526, PR0381, KK)701, PR0363. 
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PR0531, PROI083, PR0865, PR0788 and PR01114. 



EXAMPUB 131: Fibroblast P roliferatoi (Assay 98^ 

This ass^ stows that certain PRO polypeptides of the invsakm act to indace proliferatioa of 
mammalinn fibrobla^ cells in adtuic and, therefore, fanctjon as usefhl growfli fertn^e in mammalian cyi^wt^^ 
The assay is pafimned as follows* BHK-21filmrfilastceIlspktedittstandardgrow&inediumat25M 
inatotalvohaiKof lOOptL ThePROpolypqrtide, p-FGFftK)sitivecontroOornol^ 
then added to dffiwefls in the presence of Ifig/inl of heparin fi»r a total fi^ •pi^^^s^ 
then incubated at 37C for 6 to 7 days. After incubation, the media is renioved, the cells are washed with PBS 
and then an add plK)spha£ase substrate reaction mixture TbeceDs are then incubated at 

3T*Cfor2hoors. lO^aperweflof INNaOHisihenaddedtostoptheaddphoq)!^^ Theplates 
are then read at 0D4QSnm. A positive in the assay is ackl phosphatase activiQr\(*d^ 
^ n^adve controL 

The followiQg PRO polypeptide tested positive in diis assay: PR0273 and PR0731- 
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m EmiPLE 132: bductlon of Endothelial Cell Anmitrvti5. fm,KA) (A^^ lao) 

m ^ of PRO polypq>tides to i nd uc e qwptosis in endodielial ceils was tested in human venous 

„ umMical vein «Kio&elial oeUs (HUVEC, Cell Systems) usfajg a 96-well format, in 0% scrum nodia 
a5qpkanentedwithlOOrig/mlVEGF,0,l%BSA, IX penn/strep. A positive result in this assay indicates the 
use&hiess of the potjpq>ti(fe for ther^)«ilicany treathig a^ 

endo t hel i al odl growdx inc l ud f n g, for exan^Ie. the mhibrtion of tomor growth. Tlie 96-well plaJes used were 
?J manufacturedbyFalcon(No.3072). Coatipgof 96wenpla!eswereprg>acedbyaUowhjggelatin2za^ 

for >30minuteswithl0a^of0.2%gdatinniPBS solution. The gelatin mix was aspirated fliorou^y before 
plating HUVEC cells at a final canccotratian of 2 x lO* cellstol m 10% serum containing medium - 100 jtd 
volume per well. Tlie cells were grown for 24 hours before adffii^g test san?>lescontam^ 
25 of interest. 

To aU wdls, 100 Ad of 0% serummedia (Cell S^rstems) conqplemented wifli 100 ng^ml VEGF, 0.1% 
BSA, IX pom/strep was added. Test san?»les containing PRO polypeptides were added in tr?>licate at dilu^^ 
of 1%, 0.33% and 0.11%. WcIIswithoutcdls were used as a blank and wells wiflicdb only were used as a 
negative control. As a positive conHol, 1:3 serial diludcMis of 50 of a 3x stock of staurosporine were used. 

30 TbeceOs were incubated for 24 to 35 hours prior ID ELISA. 

BUS A was used to determine levels of qx>ptosis yrej^Bdng solutions according to the Boehtin^ 
Manual [Bodiririger, Cell Death D^ectionEL^ Sanqie prqjarations: 96 well 

plates were spun down at Ikrpm for 10 ininutes(20Qg); the siq>e^ was removed by fast inversion, placii^ 
the plate iqwide (town on a paper towd to remove residual liquid. To eadiweU, 200 of IX Lysis buffer was 

35 ad<ted and incubation allowed at room ten5)erature for 30 mhiutes without sl^^ Hie plates wer^ spun down 
for 10 minutes at 1 krpm, and 20 A*l of Ac lysate (cytoplasmic fract^ 

MTP. roMlofnnmunore^gentmixwasaddedtothe20/wIlystateineachwdl. The MTP was covered with 
adhesive foil and incubated at room tempearature for 2 hours by plactagi^ After 
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two honrs» the supemataxit was ronon/ed by socti^^ 

buffer per weU (removed by suction). Substrote soiutkm was added (100 fjl) into each well and iocobated on 
an orbital sbaker at nx)m ten^erature at 2S0 ipm untO color developmoit was sufficient for a photoo^tric 
analysis (qjprox. after 10-20 minutes). A 96 well reader was used to reed the plates at 4QS nm, reference 
wavdepgth, 492 nm. The Icvds obtaiiwd for IW 32 (control teiffer) was set to 1^ Sanq^Ies with levels 
5 > 130% were considered positive for induction of qx^tosis. 

The following PRO polypeptides tested positive in this assay: PR0846. 

EXAMPLE 133 : Induction of Endotfaelial CeD Apoptosis (Assay 73^ 

The ability of PRO polypeptides to induce apcf^sis in pndnriiMigi ^ tested m human venous 
10 umbilical vein cndotfaeM cells (JBUVBC, Cell Systems). A poative test in ^ assay is hxiicative of die 

usefuhiess of the polype|;rtide in 1herQ)»itica!Iy treating tumors as well as vascular disordos where inAiriTig 
^ apq^is of endothelial ceDs would be benelBcia!. 

^ Hie ceils were plated on 96-well microtiter plates (Amersham Lifo Science, c^tostax^T scintillating 

si 

nucToplate, RPNQ160» sterile, tissue-culture treated, individually wrapped), in 10% serum (CSG-medatm, Cell 
^5 Systeins), at a density of2x 10^ cells perwell in a total volume of 100 /d. On day 2, test sanies oontaming 
^ d» PRO polypeptide were added intrq>licateatdikitions of 1%, 0.33% and 0.^ Wells wiAout cells were 
_ med as a blank and wells with cells only were used as a negative controL As a positive control 1:3 serial 
dihitiom of 50 /d of a 3x stock of staurosporbie were used The abiMQr of Oe PRO polypeptide to induce 
apoptosis was dctamined by processing of die 96 wefl plates for detection of Annexin V, a member of die 
^ cakium and phosplx>lq>idblndiog proteins, to deteatqx^itosi^^ 
0 0^ndAnnexinV-Biotin8to<^sohition(100A^n:d)wasdihitedi^ 

2.5% BSA (1:25 dilution). 50 fd of die diluted Annem V - Biodn soluticm was added to e^ well (exoqft 
controls) to a final concentration of 1.0 ^g/ml* The samples were incubated for 1(>-15 mirnites with Annexui- 
Biotin prior to direct addition of ^S-Strgrtavidhu ^S-Strqrtavidin was dihaled in 2xC^* Binding bufife, 2.5% 
25 BSAaiKi was added to aU wells at a find concentration of 3 X 10* cptnAvell. Hie plates were flien sealed, 
ceatnfoged at 1000 rpm for 15 minutes and placed on orbital diaker for 2 iKn^ The analysis was performed 
on a 1450 Microbeta Tttlux (Wallac). Pfcrcemaiwve background represents the percentage ainount of counts 
per minute above the negative controls. Pen:ents greater than or equal to 30% above badcgnmnd are consi^^ 
positive. 

30 The following PRO polypeptides tested positive m dus ^say: PR0719. 

EXAMPLE 1 34: Human Vokhis Ridot faelial Cell Calcium Fhix Assav ^ Assay 68> 

This assay is designed to determine whedier PRO polypeptides of the present invention show the ability 
to stimulate calchmi flux in human umbilical vein endolhdialcdls(H^ Calcium mflux is 

35 a well documented response upon bmdhjg of certain Hgands to tiieirrecqtors^ A test con?)Oucd that results in 
a positive response in the presem calcium infhix assay can be said to bind to 

biological signalii^padiwaym human endothelial cells. This couldultin^ylead, for exanq>le, to endothelial 
cell division, hihibition of eiriothelial cdl proliferation, endothelial tube formation, cell migration, iqwptosis, 
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etc. 

B&iman vttioiis umbilical vein endothdM cells (m 
glycine, 1% ghitamine, lOmM HQ>es, 10$6 FBS, 10 bFGF). were plated on 96-well miciotilEr 
ViewPlates-96 (Fackanl Instrument Qm^y Part g6005l91) miciotiter plates at a odl density of 2 x 10* 
cells/wen. The day after plating, tfac cells wcie washed liiree tiro 

leaving 100 M/wdl. Thenl00;d/weQof8juMnuo-3(2x)wasadded. The cells were ianibated for 1.5 hours 
at37**C/5% After incubation, die celb were liKnwaaiicd3xwi&bufl^^ 
/d/weO. TKt saiiq}Ies of ihe PRO polypq>tides were prepared on differs 

in buf&r. The positive control corresponded to 50 pM ionon^ycin (530; tihe negative contxol corresponded to 
Protein 32. Cefl plate and sanq^Ie plates were nm on a FUPR (Molecular TheRJPR 
machine added 25 ;d of test saniple to the cefls, and readings were taken every seco^ 
3 seconds for die next diree minutes. 

The fluorescence change firm baseline to tte maximum rise of die curve (A change) was c?1ni1flffd, 
and replicates averaged* The rate of fluoresceiKe increase was monitored, and only those sanq>les which had 
a A cfaacge greater than 1000 and a rise within 60 seconds, were considered positive. 

The following PRO polypqrtkles tested positive in die present assay: PR0771 . 



s EXAMPLE 135: Inducdon o f c-fos in faidothelial Cells fAssav 34^ 

P This assay is desigoed to determine wiiedier PRO polypeptides show die ability to mduce &-fos in 

endothelial cells, PRO polyp^ddes tesdpg posidve in diis assay would be expected to be useful for die 
^ dierq>«itic treatment of conditions or disorders where angiogenesis would be beocfidal including, fox example* 
^ wound healing, airi die like (as would agonists of diese PRO polypeptides). Antagonists of d» PRO 
polypeptides testipg positive In fliis ass^ would be esqwcted to be usefid for die flierapeutic treatment of 
cancerous tumors. 

Human venous umbilical vein qKlotfielial cells (HUVEC, Cell Systans) in growth media (50% Ham's 
25 F12 w/o (3HT: low gjucosc, and 50% DMBM widiout glydne: wifli NaH(X)3, 1 % glutamine, 10 mM HEPES, 
10% ITO, 10 pg/ml bFGF) were plated on 96-wdlmKax)^ Tie 
day after plating, die cells were starved by rraoving die grow^ 

test san?)les and controls ^sitive control = growdi media; negative con^ Protem 32 buffer = 10 mM 
HEPES, 140 mM NaQ, 4% (w/v) manmtol, pH 6.S). The cells were incubated for 30 minutes at 37'C, in 5% 
CX>i, Iliesan:^leswereiemoved,aaddiefir8tpartofdiebDNAldtprotoool(au^ 
037) was followed, whae each c^italized reageast/buffex listed below was available fiom die kit. 

Briefly, die amounts of die TM Lysis Buffer and Probes neecfed for die tests were i^aioii^tte^ based on 
information provided by die manufacturer. Tt^ appropriate amounts of diawed Probes were added to die TM 
LysisBuffer. The Culture Hybridization Buffer was warmed to room terr^jerature. Tt^bDNAstx^ were set 
35 i?indiemetalstripholders.andlOO>ulof(iptureHybridizadonBuf65r^ 

followed by incubation for at least 30 mfannes. The test plates widi the cells w«e removed fiom die incubator, 
and die media was gendy removed using die vacuum manifokL 100 ^ of Lysis Hybridization Buffer widi 
Probes wCTequicMy pipetted into cacbwdl of die misTOd^ The plates were dien incubated at 55X for 
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ISminutes. UpoaraiiovdfroinliieiiK^ubator^ die plates^ 

adapter heed and vortexed on tbe^^setdng for one mi^^ 80 of the lysatc was removed and added to die 
bDNA wells containipg the C^mneHyteidizato The plates were 

incubated at 53 ''C for at least 16 hours. 

On flieittxt day, the second part of &ebDNA kit i»otoool was followed. SpedficaDy, the plates were 
5 renwved from the inwibator and placed on fee bench to cool fo^ Ihe vohanes of additions iMeded 

were calculated based iQwninfonnation proviifcd by tte An An^lifierWoddQg Solution was 

preparedbymaki5gal:100dilutionoftheAn5)lifierQ»^^ The 
hybridizationmixturewasremovedfiomtheptlatesandwaslffidtwicew 50^*1 of AnqjlifierWoiidpg 

Soluti0n was added to each wen and the wdls were mcubated at SS'^C for 30 The plates were dien 

removed from the hicubaior and allowed to cool for 10 minutes. The Labd Probe Woridng SoUition was 
prqmred by H«ddi?g a 1:100 dilution of Label C^ncentra^ After 
the lO-minute cool-down period, fte amplifier hybridization mixture was removed and the plates were washed 
twice wifli Wash A. 50 of Label Probe Woridpg Solution was Bdded to ejteh wdl and the wells were 
incubated at SS'^C for 15 minutes, Afleroooimgfor lOminuto, dieSubstratewaswaimedtordomtemperatute, 
Uponadditionof 3 ;d of Substrate Enhancer to each ml of ' 
allowed to cool for 10 mimites, fte label Iqrbridization mixture was ranoved, and the plates were washed twice 
with Wash A and three times with Wash D. 50 ;d of the Substrate Solution wife Bihancer was added to eadi 
well. The plates were incubated for 30 mhiutes at 37*C and RLU was read in an 15^^ 

The repHcates were averaged and fee coefBcient of variatkm was detenniiad. The measure of activity 
of the foM increase over the negative control (Protdn 32/HEPES buffex desert 
by diemihimT ne scence units (RLU). The resdts are considered positive if fee PRO polypqitideerfu^ 
a two^fold value over fee negative buffer controL Negative control « 1.00 RLD at 1.00% dflution. F6sitive 
cazttrol» 8.39RLUatl.CK)%dihitlon. 

The following PRO polypeptides tested positive in this assay; PR0474. 



mAMPLE 13$: Induction of Pancreatic g-CeU Precursor Diffe rentiatiQn rAsaav 80^ 

This assffjr shows that certampolypqrtides of the invention act to iniice diffeareatiation of pancreatic 
P-cell preoirsor cells into mature panoeatic p-cdis and. therefore, are useful for treatn^g various hisulin 
defideot stales in mammals, iiKdudnig diabetes mellitus. The assay is performed as follows. The assay uses 
a primary culture of mouse fetal pancreatic cells and the primary readout is an alteration in the e^jression of 
markers that rq>resemeifeerp<efl precursors or niaturep<ells. Markeresqwesdonismeasuredby real time 
quantitative PGR (RTQ-PCR) ; wherein the marker being evaluated is hisulin. 

The pai^reata are dissected fDwn E14 embryos (GDI mice). The pancreata are then digested wife 
colIagenase/dispaseinF12/DMEMat37^for40to60mmutes(coIlag^ L37mg/ml.BoehriEi^ 
Mannheim, #1097113). Tlie digestion is then i^utralized wife an equdvokpme of 5% BSAairf 
washed oiKe wife RPMI1540. At d^l, the cells are seeded mto l^wdl tissue culture plates 
landnm, 20/tg/mI in PBS, Boehringcr Mamfeehn, #124317). Cells from pancreata from 1-2 embryos are 
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distriteited per weU. The culture Atd^2, then^diais leznoved 

and tte attached cells washed with RPAfX/1640, Two mis of minhnal media aie added in addition to ^prot^ 
tobetested. At day 4, the ntedk is removed and RNApiepaied from ^celhaiuim 
by real time quantitative RT-PCR. A protdn is considered 
of the relevant P-cell marker as conqxared to nn^mffd controls. 
5 14F/1640 is RPMI1640(Gibco) plus the following: 

group A 1:1000 

grotqiB 1:1000 

recombmant human insulin 10 ftg/uA 
Aprotinin (SO^gM) 1:2000 (Boehringer manheim #981532) 
10 Bovine pituitaiy extrsK^ (BPE) dO/tg^ml 

^ Gentamydn lOQ og/ml 

Q Groip A : (m IQmlPBS) 

Transferrin, lOQmg (Sigma T2252) 
m ^ndermal Growth Factor, lOO^ig (BRL 100004) 

^ Triiodothyiomne,10Atl of 5x10* M (Sigma T5516) 

Bthanolaminft, 100^ of 10"^ M (Sigma £0135) 
Pho^ho^haiamine, lOOfd of 10^^ M (Sigma F0503) 
g Selenium, 4fd of M (Aesar #12574) 

Qtoap C : (in IQml 100% ethanol) 

Hydrocortisone. Ifd of 5X10^ M (Sigma #H0135) 
Progesterone, lOO^d of 1X10^ M (Sigma #P6149) 
F6rskolin« 500^ of 20mM (Calbiodiem #344270} 

Minimi tnerfln* 

RPMI 1640plustnmsferrin(10Aig/mI), insulin (1 ftg/ml), gentamydn (100 ng/ml), q>rDiinin(50/ig/mI) 
25 andBPE(15^igM). 
Defined media: 

RPMI 1640 phis transferrin (10 /ig/niS), insulin (1 /tg/mO, gentaoQrdn (100 ng/ml) and aprotmin (50 

/cg/ml). 

The following potypeplides were positive in fliis ass^: PR0788 and PR0162. 

30 

EXAMPLE 137: Stimulation of Endothelial Cdl Proliferation (Assay 8> 

Hiis assay is designed to determine whether FRO polypq>tides of the pies^ invention show the abUi^ 
to sthiiulate adrenal cortical cq>illaryeodothelia]ceU(ACE^ PRO polyp^tides testing positive in this 

assay would be expected to be useful for the therqjentic treatment of oonditkms or dianTdera whi>rft angingMWftiit 
35 would be benefidal including, for exsnapls^ wound healing, and fhe like (as would agonists of diese FRO 
polypeptides). Antagonists ofthe PRO polypq^des testing positive in diis assay would be esq)^^ 
for die therq)eudc treatment of cancerous tumors. 

Bovine adrenal cortical cq)illary endothelial (AC3B) cells (fiom primary cutaue, maximran of 12-14 
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passages) were plated in 96-wdlpbtes at 500 cells/wen per ITO Assay media indudcd low ghicosc 

DMEM, 10%calfseruixi,2mMg|utaimne,aiidlXpenic^^ ConUd wdls indiuied 

the foflowing: (1 ) no ACE cdls added; (2) ACB cells alone; (3) ACE cdls phis VEGF (5 ngAnl); and (4) ACE 
cells phis FGF (Siqg/inl). Hie control <m: test sanqde. On 100 microliter volumes), was then added to flic wdls 
(at dflutions ofl%,0,l%and0.01%, respectiv^y) . The cell cultures were incubated for 6-7 days at ^TQI5% 
5 COj. Afi^ the incubadon, the media m die wells was aspirated, and die c^ An 
add phosphatase reaction mixture (100 mi^ lOmM 
p-nltrophoiyl phosphate) was flim added to each wdL After a 2 hour incobaticHi at 37*C, die reaction was 
stopped by addition of 10 microliters IN NaOH. Op^csl densi^ (OD) was measored on a microplate reader 
at4Q5nnL 

10 The acdvi^ of a PRO polypeptide was calculated as die &ld increase in prolifeiadon (as determined 

^ by the add phosi^iatase activity, OD 405 nm> relative to (1) cdl only hackgromd, atmI (2) t^tfltivft tn twiirimiim 
^ stimulation by VEGF. VECJF (at 3-10 ngtol) and FGF (at 1-5 ngftnl) were «q)lpyed as an activi^ reference 
for maximum stimulation. Results of the aaay were considered *^itive*' if Aft fthserved ytrnrnlatKnn was > 
^ 50% increase over background. VECSF (5 ijg/inO control at i« dihition gave 1.24 fold stimulation; FGF 
K% ng/inl) control at 1% dilution gave 1.46 fold stinxulation. 

The following PRO polypeptides tested positive in diis assay: PRO1075, 



J EXAMPLE 138: Mouse Mesen ff fll rell Inhibition Assay (Assav 114^ 
^ V Thisassayisdesignedtodetenninewhed^PROpolypeptidesofdiepresentinve^ 
^ to inhibit the proliferation ofmousenieseiigial cells in c^ PRO polypeptides testing positive in tills assi^ 

would be eacpected to be useful for the therapeutic treatment of sudi diseases or conditions where inhibition of 

m esengial cell proliferation would be bei»ficial such as, for example, cystfc renal dysplasia, polycystic kidmy 

disease, or odter Iddney disease assoiciated widi abnormal mesengial cdl 1^ 

like. 

15 On d^ 1, mouse niCTengiat cells are plated on a 96 well plate in growtii medium (a 3:1 mbcture of 

IMbecco'smodifiedEagle'smediumand Ham's F12mediuni,95%;fetalbo^ 

l4mM HEPES) and then are allowed to grow ovcmiiliL On day 2. die PRO polypeptide is diluted at 2 different 
concentiatioi^ (1%, 0.1%) in serum-firee medmm and is added to die cdls. The negative control is growdi 
medhmiwitiiout added PRO polypeptide. Afier the cells are aHowed to incubate for 48 hours, 20 fd of die Cdl 
)0 Titer 96 Aqueous one solution reag^ (Proniega) is added to each well and the colormetric reaction is allowed 
to proceed for 2 hours* The al^xbance (OD) is tiien measured at 490 nm. A positive in die assay is an 
absoibance readmg which is at least 10% above die negative control. 

Ibe following PRO polypef^ides tested positive in diis assay: PRO200 and PR0697. 

\5 EXAMPLE 139: Chondrocvte Proliferation Assav (Assav lin 

This ass^ is designed to determine whedier PRO polypeptides of die present invention show the ability 
tohKhicedieproliferationai^orredifferentiatibnof<tondrocytesi^ PROpoIypqtfidestestingpositive 
m fliis assay would be expected to be usefol for dw dier^)«itic treatment of various bone and/or cartilage 
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disorders such as, for exanq>ie« spoits injuries and arthritis. 

Porcine chondrocytes are isolated by ovemi^t collagcnasc digestkm of articular cartibge of the 
i»etacarpophalaQgedjoimof4-6monthoklfernaIepigs. TTie isolated cells are then seetol at 25,000 ceMcrf 
in Ham 1^12 containing 10% FBS ami 4 ^igMgeDtainydn. The culture media is changed eveiyfliird day 
Ac cells are resccded to 25,000 cdls/cmPevay five days. On day 12, the cells are seeded hi 96 well plates at 
5 5 ,000 cdls/well m 100^ of the same media without serum and 1 0) /d of either serum-fi^e medium (negative 
CQntrol). staurosporin (final concentration of 5 nM; positive controD or die test PRO polypqrtide are added to 
giveaflnalvohnneof 200fd/well. AfierSdaysatSTt:. 20/dof AlamarWoeisaddedtoeadiwctt^ 
plates are incubated for an additional 3 hours at 37^. The fluorescence is tiienn^asuredm each well CEjc:530 
nm; Em: 590 nm). The fluorescence of a plate oontainh^ 200 fd of the scrum-fiee nKdi^ 
10 obtain ttiebad^und. A positive resuh in the assay is obtamed when the fluorescence of the PRO polype^ 
^ treated sanqde is more like Hist of the positive control tbm die negative oontroL 
2 The Mowing PRO polypeptides tested positive hi this assay: PR0181, PRQ200 and PR0322. 

^ EXAMPLE 140: Rat PRO Nemom! Survival MiibitiQn Assay 
(15 T^sssay is designed tod^ermmewtoherPROpolypeptidesoftheprese^ 

^ to inhibit the survival ofneural cells in culture. Polypeptides tesdng positive hi this assay arc cj^iected to be 
useful for fte tfaerq>eut2C treatment of neuropa&ic conditions which are associated wilh undesirable neural cell 
^ proliferation mckuhng, for escample. neuroblastomas, gJiomas» ghobiastomas, and the litoe. 

AlKt«x)geneouspopulatiOTofn«ffaioelIsfi«shtyisol^ 
^ difated m conq)lete n^dfam and are plated at 5.000 cells/well cm pohmrefcane pi^reated pintftR A^ nfttimng ^^ti 
P F12coiiqilete media. Test PRO polvpeptides (SO pL at^ concmtratifm) with «tM^\iy^^\ ^^^^y 

thai added to test for survival mhibitJonactivhy. Negative controls are treated wtohlOO/d of con^jletemedmm 
alone. Afler 3 days mcubation, (he cells are stained witti CMFDA and fixed after I hour with 4% 
paraformaldehyde. Cells arc then quairtified by NIH hm^ge analysis. A positive m the assay is cell numbers 
25 m die treated well{s) beujg less dian 0, 5 of the untreated control \rell(s). 

The fonowmg PRO polypeptides tested positive m (his assay: PR0I9S and PRO70L 



EXAMPLE 141: Tissue Expression Distributian 

Oligonucleotide probes were constructed from sosm of the PRO polypeptide-eaicodn^g nucleotide 
30 sequences shown m the acconqianymg figures for use m quantitative PGR anqdification reactions. The 
ohgonudeotide probes were dH>sen so as to give an ai:firoximately 200^ 

die 3' ciKiofits associated template ma standard PGR reaction. The oligonudeotide probes were employed in 
standardqnantitative PCRamplificatiQnre«:tions wUhcDNA librarfes isolatBd fmm diffftmnf hiTmfln grfi.u nnny 
fetal tissue sources and analyzed by agarose gel electrophoresis so as to obtam a quantitative determmation of 
35 titelevdofeqwessionofthePROpolypejnide-encodmgnucldcac^ Knowledge 
of flie ejqpression pattern or the differential egression of the PRO polypeptide-eocodmg nucleic acid in various 
diffaent hunian tissue pn)vides a diagnostic marter useM 

specific marfam, fordeternmmttttewhnary tissue source of a m^astatksnmior, airfthf* ii iy Theseassays 
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provided the foUowipg results. 



DNA Molecule 

DNA40954-1233 
DNA41404.1352 
DNA44179U1362 
DNA45234-1277 
DNA45415-1318 
DNA454i7-1432 
DNA454934349 
DNA48306-1291 
DNA48328-1355 
DNA48329-1290 
DNA49624-1279 
DNA50911-I288 
DNA50914.1289 
DNA53906.1368 
DNA53912-1457 
DNA53977-1371 
DNA54002-13^ 
DNA53737.I345 
DNA57039-1402 
DNA57253-1382 
DNA58747-1384 
DNA233I8-1211 
DNA39975-1210 
DNA39979-1213 
DNA41386-1316 
DNA5Q919-1361 
DNA5218S-i370 
DNA42663.1154 
DNA5098{W286 



Tissues With , Sifmtfi«^ Expression T^R ^^tiies T^TriTi ^ $?ffn1flcant Expression 



liver, luQg 
bmg, kidney 

liVCT 

kidney 

(byxoid, brain, kidi^ 

thyroid, bfatn, kidney, bone marrow 

liver, kidc£y 

brain, kidney 

thyroid, brain, liver, kidn^ 
brain, bone marrow, kidney 
placenta 
brain 

brain, kidney, liver 
lung, kidney 

lung, liver, kidney, pancreas 

lung, Itver, kidney, bone marrow 

bone marrow, liver, kidney 

bone marrow, kidney 

pigment epfthelium 

luog, brain, liver, kidney 

lung, brain, kidney, liv^ 

spleen, brain, heart, colon tumor, prostate 

brain« colon mmor, heart 

dendrocytes, cartilage, heart 

HUVEC, cartilage, ^ndzocytes 

HUVEC, brain, spleen, colon tumor 

dendrocytes 

uterus, spleen, bone marrow 
placesdta, adrenal g}and, prostate 



brain 

liver, retina, pancreas 

hmg, bram 

liver, placenta, brain 

liver, bone marrow 

Hver 

brain 

pancreas, liver 

bonemanow 

liver, thyroid 

liv^, hmg, kidney, brain 

placenta 

placenta 

brain 

brain 

brain, pancreas 
lung, tiryroid, brain 
liver, brain 

hmg, brain, Uvor, kidney 



pancreas, dryroid 
cartilage 

THP-1 maCTophages 
spleen, substantia nigra, uterus, prostate 
substantia nigra, colon tumor, utems 
prostate, cardl^e, heart, uterus 
substantia nigra, hq^pocanqnis, uterus 
cartilage, HUVEC, colon tumor 
bone marrow, itterus, cartilage 
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EXAMPLE 142: bi situ Hvfaridizgtion 

In situ hybridization is a powerful and versatile technique for die deteaion and localization of nucleic 
acid sequeiffies widim cell or tissue piiq)arations. It may be useful, for example, to identify sites of gene 
ejqnession, analyze the tissue distribution of transcription, identify and localize viral infection, follow changes 
in specific mRNA synthesis and aid in chromosome mapping. 

In situ hybridization was performed following an optimized version of the iax)tocrf by Lu and Gillett, 
Cen Vision 1:169-176 (1994), usiqg PCR-^nerated ^-labeled riboprobes. Briefly, formalm-fixcd, parafBn- 
em(be^ed human tissues were sectioned, deparafSnized, dq>roteinated in proteinase K PO g/ml) for 1 5 mhiutes 
at 37*C, and furtiier processed for &i«ite hybridization as desa Ap-P]UTP- 
labdcdantiscnseriboprobe was ^nerated from a PGR product a^ Theslides 
were dipped in Kodak NTB2 noclear track emulsion and exposed for 4 weeks. 



g 60/d(125mQ7of35p.UTP(AmenihamBF10CC,SA<2000Ci/mmol^ Toeach 

^ tube containing dried ^-UTP. the followii?g ingredients were added: 

2.0 id 5x transcription buffer 
|5 l.0/dDTT(100mM) 

2.0 OTP mix (2.5 mM : 10 ft; each of 10 mM GTP, CIP & ATP + 
1.0fdUTP{50/cM) 
1.0 fd Rnasin 
p 1,0 fd DNA tesaplsiQ (Iffg) 

i|0 LOfdHjO 



LO/dRNA polymerase (fiar PGR products T3 = AS, T7 « S, usually) 

Thetubeswercincubatedat37"Cforanehour. 1.0fdRQlDNasewereadded,folIowedbyincubation 
at 37*C for 15 minutes, 90 ;d TB (10 mM Tris pH 7.6/lmM EDTA pH 8,0) were added, ami die mixture was 
pq)etted onto DE81 paper. The remaining solutiott was loaded m a Microcott-50 ultrafi^^ 
25 using program 10 (6 mmutes). The ffltiBticm unit was inverted over a second tube and spun usii^p^ 

(3nnnutes), Afte ihe final recovery spin, 100 TE were added. 1 ^ of die final product was pipetted on 
D£8 1 psper ai^ counted in 6 ml of Biofiuor IL 

TheprobewasnmonaTBE/ureagel. l-3/dofft^P«>beor5/dof RNA\fckIIIwerea^to3 
^ of loading bufBer. After heatings a gS^'C heat blo<^ for three minutes, die gel was inmiedia^ 
ice. The wells ofgd were fUished, die 8anq>le loaded, and run at 180-250 vohs for 45 nu^^ Ihegelviras 
wrapped m saran wr^ and ejqwsed to XAR fihn widi an mtensifyipg saeen in -70 X freezer oik hour to 
overnight 
^-HTbridfartiftn 

A. Pretrealment of frozen secrions 
35 The sUdes were raroved from tfiefiBezer. placed on alummmmtr^ 

forSminntes. Tte tr^ were placed in 55°C incubattw: for five mimites to reding i«ii<^fflsation, Thesliifes 
were£BedfDrl0miimtesin4%parafijnnaIddiyde(micemthefiiineIi^ and waded in 0.5 x for 5 
minnte8,atroomteinperatare(25inl20xSSC + 975mlSQH»0). Afterdepioteinatianm0.5;ig/nilptoteinase 
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K for 10 minutes at ST^'C (12^ fi of 10 mghxH stock in 250 nd piewaimed RNase-free RNAse buffer), tbe 
sections were washed mO.SxSSC for 10 minxit^ at n>omtenq^^ The sections were dehydrated in 70%, 
9S%, 100% ^lanoU 2 minutes eadt 

B. Pr^reatment of para£5n-embedded sectioas 

The slides were d^arafSnized, placed in SQ HjO, and rinsed twice in 2 x SSC at room teQq)eratuie, 
forSminoteseachtime* Iliesections weredqrroteinatedin20;(g/ndprotdnaseK(500/dof lOn^0]lin25O 
ml RNase-freeRNase buffor; 37^C^ 15 nunutes) - faumanmbfyo, or 8 x proteinase K (100 fd in 250 ml Rnase 
buffer, 37'*C,30imnutes)- formalin tissues. Subsequent rinsing in 0.5 x SSC and dehydration wmpoloTm^ 
as described above. 

The slides were laid out in a plastic box lined with Box buffer (4 X SSC, 50% fonnamidte} - saturated 
fiherpqter. The tissue was covered widi 50 >d of hybridization buffer (3.75gDextranSu^ 
vortexed and heated in the microwave for 2 mhmtes with the cap loosened After cooling on ice, 18«75 ml 
formamide, 3.75 ad 20 x SSC and 9 mi SQ HjO were added, the tissue was vortexed well, and incubated at 
42'*Cforl-4lK>ur8. 

D. Hybridization 

1.0 X 10^ cpm piobe and 1.0 tRNA (50 mg/ml stod:} per slide were heated at 95X f^ 
The slides were cooled on ice, aiid 48 |d hybridization buf!ier were added ^ After vortedx^, 50 pi 
mix wm added to 50 /dprehybridization on slide. The slides were incubated ovemi|^ at 55**C. 

E. Washes 

Washing was done 2 x 10 mhmtes vnHh 2xSSC, EDTA at room teQq>erature (400 ml 20 x SSC + 16 
ml 0.25M EDTA, Vf=4L), foEowed by RNaseA treatment at 37*C for 30 minutes (500 /d of 10 mg^ml in 250 
nd Rnase bufier = 20 MSAnl}, The dides were washed 2 x 10 minutes with 2 x SSC, EDTA at room 
temperature. Thestringency wash conditions were as foUows: 2 lu)ur8 at 55*'C, 0.1 ^ 
X SSC + 16 nd EDTA, Vr=4L). 

/n^du analysis was perforn^ on a variety of DNA sequences disclosed herem. Hie oligonucleotides 
employed for these analyses were derived from tl» nucleotide sequences disclosed herein and generally range 
fiom about 40 to 55 nucleotides in laigtb. 

G. Resuhs 

/njzmaiuilysiswasperfonnedonavsrietyofDNAseqnencesd^c^ Tbe results ftomtiiese 

analyses are as follows. 
(1) DNA2910M122 (PRO200) 

Fetal : Lower lixhb ei^ression in develqpiiitg lower limb bones at the edge of the cartil^genous anlage 
(i.e. arouml die outside edge); in develcqni^ tendons, in vascular smoodi muscle and in cells embrach^ 
developing skel^ muscle myocytes and myotubes. Expression also observed at the epi^yscal growth plate. 
Lymph node expression in marginal ^ims of developing lyoqdi nodes. Thymus e?^ression in the subcqsular 
region of &e diymic cortex, possibly rqn:esenth^ ddier ^ subc£^>sular q>iOielial cells or die prolif»atix)g» 
double negative, diynK>cytesdiat are found in Ois region. Spleen is negative. Trachea esqpression in smooth 
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naiscle. Brain (cerebral cortex) focal expression in cortical neurones, ^inal cord negative. Small intestine 
expression in smooth xnusde. Thyroid - g enfimlirftd eiqiTe5«!nn nvftr thymiH rf^prriwifntn Adrenal is negative, 
liver esqtiession in ductal plate ceils. Stomadi e^quessioa in xmiral sinoodi nausde. Fetal skhi esqnession in 
basal layer of squamous q»thelmm. Placenta ejqHession in interstitial cells in tro^iohlastic villL Cord 
eTqnession in wall of arteries and vein. 
5 Comment^ : Expression pattern suggests that FRQ200 may be mvolved in cell 

diffi^ntiation/proli&ration. 

High expression was c^>served at the foHowiog additional sites: Chinq> ovary - granulosa cells of 
manning follicles, lower nitensiQr signal observed over thecal cdb. Chinqipara3lQrroid-t4ghe]q>ressionover 
dnefcdls. Human fml testis - moderate expr^sion over stromal cells surroiiinding devrfft ptng t»h>ii«i Human 
10 fetal hioig - hi^ expression over chondrocytes in develophig bnmdiial tree, and low levd ejqnression over 
brandling brondual eptthelium. Specific es^ression was not observed ov^ die renal cdl, gastric aini colonic 

P 

g carcinomas. Fetal tissues examined (E12-E16 we^) inclnde! placgnta, iimhntftfll aemi^ liwr^ ^n^y aHrpgwIg ^ 

thyroid, luqgs, heart, great vessds, oesophagus, stomadi, small tatesdz^, spleen, thynms, pancreas, brain, eye, 
^inal cord, body wall, pdvis and lower limb. Adult tissues exammed: liver, Iddi^, adrenal, n^ocaidium. 
l|5 aorta, spleen, lynqjhnode, pancreas, lung, skm, cerebral cortex (rm), hqppocanqn2s(rm), cerebdhmi(rm), penis, 
eye, bladder, stomach, gastric cardnoma, colon, colonic carcinoma and choiHbosarcoma. Ac^ondnophen 
induced liver injury and hepatic dnhosis. 



P 



(2) DNA30867-133S (PR0218) 

Low level eixpressioii over mimerous ephheJ ia jnChidiiig fetal small imestine, fietelrtiyinirt, rfifanpgai^ frip. 

^ ^ithdh im. E?q?ression also seen over malignant cells hi a renal cell carcmoma. Hxpfessionm fetal l»ain, over 
cortex. The distribmicm does riot suggest an obvious fuiK:^ Human fetal tissues examined (EI2-Ei6wedks) 
indude: placenta, umbilkai cord, liver, kidney, adrenals, ftyroid, hiqgs, heart, great vessels, oesophagus, 
stomadi, small mtestine, spleen, drynms, pancreas, bram, eye, spinal cord, body wall, pehris and loww limb. 

25 Adult human tissues exammed: kidney (normal and cnd-sta^) , bladder, adrenal, ^ileen, lynqph node, panraeas , 
luQg, skin, eye (inc. r^hia), colon, bladder, liver (normal, drrhotic, acute Muie), heart, dear ceH cardiK}ma 
ofkidney, gastric adenocardnoma, colorectal cardnoma. Noxi4iutnan{»in3ate tissues exaiz!itied:Chiixq> tissues: 
salivary gjand, stomaih, tfayroid, parathyroid, tongue, firyxnus. ovary, lyn^ rtode, peripheral nore. Rhesus 
Monkey tissues: cerebral cortex, h^f^pocan^nss, cerd)dluni, penis. 

30 

(3) DNA4QQ2M154n>R028S^ 

Low levels of e:qnression observed in die placenta and over honatppoietic cells in the mouse fetal liver. 
No ejqyression was detected in dther human fetal, adult or cfain^ lymph node and no expression was detected 
in human fetal or human addt sple^ Fetal tissues examined (E12-E16 weeks) indu(k: placenta,- imihiii>jii 
35 cord, liver, kidney, tdrenals, tiiyroid, hmgs, heart, great vessels, oesophagus, stoniadi, small mtestine, spleen, 
thymus, i^nereas, brain, eye, spml cord, body wall, pdvis and lower Umi>. Adult tissues ocamined: liver, 
Iddney^ adrenal, nqrocardium, aorta, spleoi, lymph node, pancreas, hmg, skin, cerebral cortex (rm), 
l%>ocan?ms(rm), cerebdhffli(rm), bram mfarct (human), cetebritis Onnnan).paiis, eye. bladder, stomach, 

365 



gastric carciDoma, colon, colonic carciiKHnat thyroid (cbimp). parathyioid (dmsp) ovary {dump) and 

chondrosarcoma* Acrfnm^nftphen iroiBced liver nyny and hepatic cifffaosis. 



(4) DNA39523-1192 flPRQ273) 

. ExpresslonoverepitheUmofmousembiyosldnaswelldSOve^ 
5 fietal skin. Basal epididial pegs of tl^ squamous mucosa of the chinq^ tongue are also positive. Biqiresaioiiovar 
a subset of cells in developing ^omeruii of fetal kidney « adult renal tubules , and over ** thyroidized' ^Hlhelium 
in end-stage renal disease^ low expression in a renal ceil carnooma, probably over the q>ithelial cdls . Low level 
e:q>ression over stromal cells in fetal lung. £>qpression over stromal cells in the ^ical portion of gastric glands. 
High expression in the lamiria prt^ria of the fetal smaU h3^^ 
10 ceills in a colonic carcinoma. Strong e3q;irefflion over bougn connective tissue cdls in the ^ 

a sarcoma. Expression over stromal cells in the placental villi and ttic splenic red pu^. In Ihe brain, eaqpression 
^ over cortical xseurones. ConQectivetissuesorxoundiI^develop^^gbonesandove^l£rveshe^ 

tissues exammed (E12-E16 weeks) mdude: placenta, nnibllical cord, liver» kidney, adrenals, thyroid, 
^ lungs, heart, great vessels, oesophagus, stonmch, small intestine, spleen, thymus, panmas, brain, eye, spinal 
lis cord, body wall, pdvis and lower hmb. AdulttissuesexaininedrHver, kidney, adrenal, n^ocanhunu aorta, 
spleen, iynqph node, pancreas, tuQg, skin, cerebral cortex (nn), hippocanqmsCnn), eye, stomach, gastric 
carcinoma, colon, colonic cardnoma, tiiyroid (cbin;>), parathyroid (cfainq>} ovary (chin^)) and chondrosarcoma. 
Acetominophen induced liver iigury and hq)atic cinhosis. 
^ E)q»mionwaspres^inmaaycdlsindieoaterlayer8 (landlDof themonk^ A 

sinall subset of cells in the deeper cortical kyers also expressed mRNA for thi^ Scattered 
^ cells wiOiinthemoleciilar layers of the Ii^[^>ocan3^ 

cheaK33dnehomologinRNA. No es^nression was detected within the cerebellar cortex. CSiemokine homolog 
expression is not observed in inducted brain, wl^re cell death has occurred in the regions where the chemokine 
homolog ncmnally is e^iessed. Ihisprobecouldpossibly serve as a marker of a subset of neurons of outer 
25 layers of die cmbral cortex and could possibly reveal neur<mal nUgradon disorders. Abnormal neuronal 
nugratioQ is a possible cause of some sdzore disorders and schizophren^ Ihordertogainab^terq»prQciatioii 
of the distribution of this mRNA we win test whether the prcbt will cross-hybridize with mouse biain tissue. 

Also ^ws intriguing and specific pattetm of hybridization within postnatd d^^ 
brains. In one sagittal section of PIO mouse bram, strot^ signal was observed scattered wx^ 
30 layer of die hq>pocan:qms and inner edges of the dentate gyrus. Cells in tibe presul^culum were nuxlerately 
labeled; the signal extoided in a stroi^ band throu£^ ou^ Iqrers of die retrospleinal oortes to die occipital 
cortex, ^re die signal dimmished to baclqground levels. A small set of positive neurons were detected in 
deeper regions of PIO motor cortex; neurons m outer layers of PIO oortex did not exhibit signal above 
background levels. Moderate hybridization signal was also detected in the in£i^r coliiciHus. ChemoWne 
35 honK>logsignalmdieaduhmousebrainwasevaluatedinihreecoronal8ectio^ Strongsignal 
was d^ected in the septum and in scatteted neurons in die pontiiie muiei and mo 
moderate signal wasseeninthemolecularlayetsofdiehippocan^us^ 
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(5) DNA3997^12i3 a>R0296> 

Widespread expression in fetal in adub tissues. Ejqiressed in a variety of fetal and adult epithcUa, 
skeletal and cardiac musde, devebpii^g (inctudiug retina) and adult CNS, flrymic epithdium. placental viDi. 
hepatocytesindrriioticandflcetaminopbenin^^ Hi^^tiy expressed in loi)ertro^ chondrocyte 

in developing skeletal system.The overall expression pattern, wMe not cra^iletdy ovelqiping {mt expressed 
5 in^omeniK,nK)xewiddyexpressedinCNS),ism)tdisinjilflrtoYM A possible role in autogenesis should 
tlKsrefore be considered* Humanfelal tissues examined (E12-E16wcd3) iffi:lude:plac«ita, umbilical cord, liver, 
kidney, adrraials, thyroid, hmgs, great vessels, stomach, small intratii^. splewi, tlqmms, pancreas, brain, eye, 
spind cord, tody wan, pdvis, testis and lower linA Adult human tissues examined: kidwy (normal and end- 
stage), adrenal, spleen, lympii nocte, pancreas, lung, eye (im;. rtthia), bidder, liver (normal, dnhotic, acute 
10 fttihne), Nonrhuman primate tissues examined: Cbhnp tissues: adraial. Rhesus Monkey tissues: cer*ral 
cortex, hq)pocan^nis, cerebellum. 

(6) DNAS2S94-1270 nPR0868^ 

^ E^nession over neuronal cells in fetal dorsal root gangJJa, spinal cord, dev^pipg enteric neurons, 

pJ5 cortical nonons. Ix)w level expression also seen in placeital Id adult tissue die only site \rfiere 

G JK>tebIe®q>re8sion was observed was the ncwmaladuUpr^^ 

^ surface recqptor target antigen. Studies to further characterize die e;qEH^esskm in aduU tissues sera 
^ Lowlevele3q)ressiQnaIsoob5ervedhialq)osarcoma, Rtal tissues examined(E12-E16 weeks) inchide:pl»5cnla, 
2 un&ilical cord, liver, kidney, adrenals, thyroid, hmgs, heart, great vessels, oesophagus, stomadi. small 
\^ intestine, spleen, fliymus, pancreas, taiin, eye, q>inal cord, body wall, pelvis and lower limb. Adulthuman 
W tissues examined: liver, kidney, adrenal, myocardium, aorta, spleen, hmg, skin, diondiosarooma, eye, stisnadi, 

gestae carcraoma, colon, colonic carcinoma, renal cell cardnoma, ]no5tate, Madder mucosa and gall bidder. 

Ac^ominophen induced liver injury and hepatic cirrhosis. Rhesus tissues examined: coebral cortex (rm), 

h4>pocanqnis(rm), cerebeQunu Chinq) tissues examined: thyroid, parathyroid, ovary, nerve, tongue, thymus. 
25 adreoal,gastricmncosaaiMlsalivarygland. MG-I(WISP-l),WIG-2(WISP-2)andWIG-5(WISP-3)«q>ressm 

in human breast cardroma and normal breast tissue, Wig-2 in hn^g carcinoma, and Wig-5 in colon carcinoma. 



(7) DNA649Q7-1163 (PROI33Q> 

In human fetal tissues there was strong spedfic expression over artrerial, veaaous, c^nllary and 

30 sinusoidal endotheHom in all tissues examined, except for fetal brain. In normal adult tissues e;q>re&sion was 
low to absent, but ^4ien present qjpeared expression wifi confined to d» Highest ©qaession in 

aduK tissues was observed regionafly in vessels rmming withm the whi^ 
ofthis pattern is undear. Elevated ejqircssion observed in vasculature of many inf^^ 
indudipg tumor vasculature, fix some offliese tissues it was unclear ifexpresskm was soley confined to va«^ 

35 endodielium. h the 15 lung tuners examimd no ej^iression was aeen wftr th^^ Tnaiignunt ^yjifariimn, however, 
vascular expression was observed mniany of die tunwrs and adj^xnt lung tbsu^^ Moderate, qiparendy non- 
^ific background, was seen with this prcbo over hyalinised collagen ami sites of tissue necrosis. In fbe 
absceiffie of a s«ase control, however, it is not possible to be absolutely certain that all of this signal is non- 
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specific. Some signal, also Ibcniglit to be ixni-specifo^ 
^ithelium of human adult bladder and fetal retina. 



(8) DNA49624-1279 flPRQ5451 

Egression of the ADAM family molecule, ADAM 12 (DNA49624-1279) observed in normal human 
5 lung, lung tumor, normal colon and colon carcinoma. 

(9) DNA59294-1381 fPRQ103n 

The e:q>ressiQn of this IL17 homologoe was evaluated in a pand oondstiag of normal adah and fetal 
tissues and tissues with inflanimaHon, predominantly dironic lynghocytic inflammation- Tins panel is designed 
10 to specifically evaluate the ejq^ression pattern in immune mediated inflammatory disease of novel proteuis that 
modulateTlynqshocytefiiiKrtion (stimulatory or ii^^ Thlspioteinwhene^qiressedasanlg-ltisioiipiotehi 
was immunostimnlatoiy in a dose dependent &shioQ in 1^ 
a 285% and 147% increase above the basdix^stinmlation index 

H 

fn (1.0% and 0.1% of a 560 nM stock). Summary: e;q>ressionwa8restrictBdtoniuscle, certain types of srnoo^ 
m niusclemfteadultandinskdetalandsiiKKAnnisclein Bqnessioninadutthuman was in 

smooth niusde of tubular organs evaluated inclndipg colon and gall l^adder. Theis no e]q>ression in die smooth 
s muscleofvesselsorbronchi. No adutelmnmnslceletal muscle was evaluated, fii fetal tissues there was moderate 
^ to higJidifhiseea^kressiDn in skeletal miisde the axial sl^^ There was weak e^^ession in the 

1^ smoo&musdeoftheintesthialwaU butnoe3;pressionitt cardiac muscle. Addth^ 

^ Ck)lon. diere was low level diffuse esqiression in die smoodi muscle (tunica muscularis) in 5 q>ecimens widi 
^ chronic inflammatory bowel disease. Gall bladder: diere was weak to low level eaqaession in the smooth nmsde 
of die gall bladder. Fetal homan tissues widi e}qpress!cn: diere was moderate difiuse ex^irea^oa in skdetal 
musde and weak tolowexpressioa in snKx>th muscle; there was no expressi^ or any other fetal 

otg$n including liver, spleen, CNS, kidney, gat, hmg. Human tissues with no &Kpxesskm: lung with chronic 
25 gra n u lom a to us inflammation and chronic hioncfaitis (5 patients) , per^iheral nerve, piostate» heart, placenta, liver 
(disease multiblock}, brain (cerbrum and cerebellum), tonsil (reactive hyperplasia}, perqiheral lyn^ node, 
thymus. 

(10) DNA45416-1251 fPR0362) 

30 Thee^qpressionofihls novel protein was evaluated inavariey of hu^ 

and was found to be h^y restricted. E^qpression was present only in alveolar macrophages in die lung and in 
Kiq>ffer cells of die hepatic shmsoids. Expression in these cells was sfgntfic^anrly increased wbm diese disdna 
cell populations were activated* Tbou^ these two sul^>opulations of tissue macropha^ 
organs, diey have shmlar biological functions* Bodi types of these ph^^ 

35 matmal from the blood stream or ahways incltuling padiogens, senescent ceils and ptotems and both are cspabk 
of secretix^ a wide variery of uxqwrtant proinflammatory cytoikinBS. In mflamed hn^ (7 patiem sanq)les) 
expression was prondnait in reactive alveolar macrophage cell populations defined as large, pale often 
vacuolated cells present singly or in aggregates widsin alveoli and was weak to negative in normal, non-reactive 
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macrophages (siz^ scattered oelis of noimal size). EiqniessLOEa in alveolar mactqpliages was increased duriog 
inflammatioa when these cells were bo^ increased in nmnbers ami size (activated)* Despite the presence of 
histocytes inareas of interstial inSanimtiCQ aiKipeiibnHicfaial lynqihoid hyperplasia in these tissues^ ejqpiessioii 
was restricted (o alveolar macrophage* Many of tiie inflamed Im^ also had some degree of S]:^y];Hirative 
Inflaimnatfon; eqgesaion was not present in neutropliiiic granulocytes. In liver» there was strong expression in 
5 reacdve/activated Kiiqpffer cells in livers with acute centrilotnilar necrosis (sKXtonunophen toxicity) or fairly 
marked per^ortalhiflammtioiL However there was weaik or no e^qpressionrnKiq^fferceUs in xK)raid 
in liver with only mild inflaTnmBtionor mild to moderate lobular hypaplasia/hypatn^ihy. Thus, as in tte lung, 
thoe was increased expressimi in advated/reative cells. There was no esqxressioa of this molecule in 
histiocytes/macropahgespresem in inflamed bowd,hyperplas^ Ttelack 
of egression in these tissues ^diich all contained histiocytic ioflannnation or resident macrophage populations 
strongly supports restricted expr^sion to the unique niacrojdiage subset populations defined as alveolar 
nu^phage atKl hepatic Kupffer cells . Spleen or bone marrow was not available for evaluation. Human tissues 
evalualed which had no detectable esqxression iiKrhuied: Tnfiarnnwtory bowel disease (7 pati^ sanyles with 
moderate to severe disease), tonsil with reactive hyperplasia, perqiheral lyn^hnode, psoriatic skin (2 patient 
san^les with nnld to mocterate disease) , heart, pedpheral nerve . Qmsp tissues evaluated vdiich had no detectable 
expres^n mcluded: tongue, stomach, tlQimis. 

(11) DNAS2196-1348fPRQ7331 

(ienmlized low levd signal in many tissues and in many cdl types- While endnthrfial «>11 MrprpgRlmi 
was observed it was not a prominent feature in either fi^al, normal or diseased tissues. Human tissues: moderate 
ea^tression over fetal liver (xnainly hepadocytes), h2^g, sld^ 

and eye are negative. Adult normal kidney, bladder epilhdhim, hsQ, adrenal, pancreas, skin - all negative. 
Expression in adult human Uver (normal and diseased), retzal tubules in end-stage renal disease, ad^K>se tissue, 
sarconia, colon, r€mlceUcarcinonm,hqpa£oceUuIarcarcmoma,squanu}us cell c^^ Nonhumanprimate 
tissues: damp salivary gland, vessels, stomach, tongue, per^heral nerve, thymus, lynq;^ node, diyroid and 
parathyroid. Rhesus spinal cord negative, cortical and h^pocampal neurones positive. 

E?CAMPLE 143 : Isolation of cDNA Qones En nndfpf ^ ^ lTmn5m PR04993 

A coiisensus DNA sequence was assembled relative to other EST sequences using phr^ as described 
in Exanqslel above. This consensus sequence is heremdesi(gnatedDNAg5042, In some cases, die DNA8S042 
consensus sequence derives from an intermediate consensus DNA sequence which was extended using repeated 
cycles of BLAST and phrq» to extend that intermediate cons^us sequence as fiar as ^ 
of EST sequences discussed above. Based on the DNA85042 consensus se^pience, oli^mndeotides were 
synthesized: 1) to identify by PCR a cDNA library that contained die sequence of interest, and 2) for use as 
probes to isolate a clone of die full-lengdi codmg sequence for FR04W. 

PGR pruncrs (forward and reverse) were synthesized: 
forward PGR primer S^AGATcymA AnfnfYy^AfyyrmYy^ (SEQIDNO:619) 
reverse PGR iMimer 5'^AACATr AfirnrTrfrrrf-.TA ATTTT^l (SEQIDNO:620) 
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Additional^, a symhaic oligomicleotide hybridization probe was constrnctBd fiom die consensus DNA85042 
sequotce wliidihad die fioUowing nocleotide sequence 
hybridization probe 

5'-CCAG0CrTroAATXKn'ACAAACKjAGA (SEQ JD NO:621) 

RNA for construcdon of die cDNA libnaries was isolated from human fetal brain tissue* 
5 DNAsequencingof the doiKS isolated as described above gavedie ftdl-Iengfii DNA sequence fbrafiill- 

length PR04993 polypq«ide (designated terein as DNA94832.2659 {Figm 229. SEQ ID N0:61 IJ) and ±e 
derived protein sequence for that PR04993 polypeptide* 

The full lex^ done uiendfied above contaiiKd a single open reading frame with an apparent 
translational initiation site at mideotide positions 305-307 and a stop signal at nucleotide positions 1361-1363 
10 (Rgure 229, SEQ ID N0:611), Tte predicted polypeptide precursor is 352 anm» acids long, has a calculated 
moIecularwdgJttof^ioximatefy38,429daItQnsandane6timatedpIo^ Analysis of die 

fiill-lengfli PR04993 sequence shown in Figure 230 (SEQ ID NO;612) evidences die presence of a varied of 



^ mqwrtant polypeptide domains as shown in Figure 230, whmm d» locations given for du)se in?)ortant 

N polypqjtide domains are q)proximaie as described above. Clone DNA94832-2659 has been deposited with 

^5 ATCC on June 15, 1999 and is assigiwdATCr deposit no. 240.IT^ 

An analysis of die Dayhoff database (version 35.45 SwissPtot 35), using die AIIGN-2 sequence 

^- aUgnment analysis of die fuU-lcngdi sequence shown in Figure 230 (SEQ ID NO:612), evidenced sequence 

^ identity between die PR04993 amino add sequeioe and die following D^ff sequences: P_W05152; 

g LAMP_HUMAN; P_W05157; P_W05155; 156551; OPCMJJ^T; AMAL_DROME; DMU78177_1; D7246; 

|gO andNCAl HUMAN. 

P 

EXAMPLE 144: Isolation of cDNA Qones Effl^inp Rmnyn PR01559. PRQ725 and PR0739 
A consensus sequence was obtained relative to a variety of EST sequences as describe 
above. Based iq}on an ob^rvedhomobgybetweradiis consensus sequence and an EST sequel 
. 25 wiflunlncyteESTcIoneNo. 4242090. Incyte EST clone No. 4242090 was purchased and its insert was obtaiiwd 
and sequenced. B was discovered diat die hiseat sequence encoded a £uU4cngth 

PR01559 (Figure 232; SEQ ID NO:614). The DNA sequence of die insert (DNA68886) is shown in Figure 
231(SEQIDNO:613). 

A cDNA sequMce isolated in die an^lase screen described in Example 2 above is herein d^igmted 
30 DNA4330I. The DNA43301 sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(UFESEQ^, Incyte Pha n nace u ticals, Palo Ate, CA) to identify eadstiiig faQnK)logies. The homology search 
was performed using die oonqmter program BLAST or BLAST2 (Altshul « al, , Mefliods in Sizymologv 
26g:460-480 (1996)). Thoseconq)arisonsiesdtinginaBIASTscoreof 70(brinsomecase^ 
35 diat did not encode known protems were clust^ and assembled hjto cooaosus DNA sequences widi die 
program -phr^- (Phil Green, University of Washipgton, Seattie, WashiAgtDn). The consensus sequence 
olrtained dimfrom is herein designated DNA45458. Based on die DNA45458 cotssensus sequence, 
oligonucleotide probes woe geiKratcd and used to screai a human fetal brain (UB 153) library prepared as 
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descrfl)edittparagr^lofExan5le2aS)ove. Tliecl<miiigvectorwaspRK5B^RK5Bisapre^^ 
that does not contain die Sm site; see. Holmes ct al. , Sdcncc. ^;127»-1280 (1991)), and flie cDNA size cot 
was less dian2800 bp. 

PCR primers (forward and reverse) were symiiesized: 
forward PCR orimer f45458.fl^ 5'-CX:AAACTCACX;c:AGTGA(yr(nX3A<5C-3* (SEQ ID N0:61?) 
reverse PCR primer (4S458.r t> 5'-T(KK5AAATCAGGAATG{mnTCrra^ (SEQ ID NO:e20) 
Additid^y, a synHietic oUgonucleotide byteidtzation probe was constn^rted from tb& consensus DNA4S458 
sequence ^^licii bad ^ following nucleotide sequence 
hvtMidization probe (454S8.pn 

5'-CITGTTTKL\CCATTG<K^ (SEQ ID NO:621) 

Li order to screen several libraries for a source of a full-length done, DNA from tiie libraries was 
screened by PCR anq>lificatioa with the PCR prinier pair ideod&d above. A positive library was then used to 
isolate clones encoding the PR0725 gene usmg die probe oligomideotide and one of the FCR primers . 

A M length clone was identified that contained a smgle open reading firame wilh an s^iparent 
1^ t ranslationa l iidtiatkm site at nucleotide positx(»is 161-163 and ending at the stop codon found at nucleotide 
positions 455457 ^gurc 233; SEQ ID NO:615). The predicted polypgidde precursor is 98 amino adds long, 
has a calculated molecular weig^it of qrpoximatdy 11,081 daltons and an estimated pi of jqjproximatdy 6.68, 
Analysis of the fon-Iec^ PR0725 sequence shown hi Figure 234 (SEQ ID NO : 61 6) evidences die presence of 
^ the foOowh^: a signal pq^ide tarn atout amhK> acid 1 to about ammo acid 20, a potential N-glycosyladou site 
ftom about amh}o add 72 to abom amhao acid 75 and a tyrosine kin^ 

add 63 to abom amino add 70. CloneDNA52758-1399hasbeendepositedwilh AlXXlcm^^ 14, 1998 and 
is aligned ATCC deposit IK). 209773. 

Analysis of the amuK> add sequence of the M-leog^ PR0725 polypeptide suggests diat it possess 
no s igmftc a n t sequoice similari^ to any known piotefaL However, an amlysisoftheDa^ff database (version 
35.45 SwtssProt 35) evidoKsed some degree of homology between the PR0725 amino add wquence and &e 
25 foUowing D^ffsequoffies. POL_BLVAU. PSSP_RAT, CHX36C5_7, AF019234_1, 148862, P_R12498, 
P_P10125, P_R26861, A64527 and P_W20495. 

DNA52756, as shown in Figure 235 (SEQ ID NO:617) and which encodes native PR0739 polypeptide 
(Figure 236; SEQ ID N0:618) was obtained ftom CtenBank. 

30 EXAMPLE 145: Identification of Reoeptor/Ligand Inteiactians 

la this assay, various PRO polypeptides are tested fiar ability to bind to a panel of potential receptor 
molecules for the purpose of idcntifyuigreceptot^Ugand interaction The Identification ofapgand for a known 
receptor, a receptor for a known ligand or a novd leceptor/ligand pair b usefol for a variety of indications 
mdudii^, for exanqjle, targeting bioacdvemolecnles (linked to the 

35 therecq«ororligand,useoftfierecq«ororUgandasareagemtodet^ 

in a conqjosition su^)ccted of containing Jhe same, wterda the coii?K)sition may conqirise cells suspected of 
caressing the iigand or receptor, modulating the growtii of or ano&er biological or immunolo^cal acdvi^ of 
a cell known to express or respond to the rcc^tor or Ugand, modulati^ 
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cells that express fee receptor or Ugand, aDown^ the preparaion of ^msts» antagonists and/or antibodies 
direct agamst Ac rec^r or ligand whidi wifl modulate the growth of or a biological or immunological 
activity of a ceD ejqjrcs&iQg die receptor or Ugand, and various od« 
to dse oidinanly skilled artisan. 

TIk assay is performed as follows. A PRO polypeptide of the present mvendon suspected of bemg a 
ligand for a recqptor is expressed as a fosion protein containiqg the Fc domain of human IgG (an 
hnmunoadhcsiiO. Reccptor4igandbimiing is detected by allowipg faitmctjon of the hnimTwv^<fh e$tnr(>lypfprMf 
with cells (e.g, Q>s cdls) expressmg candidate PRO poIypq>tide receptors and visualization of bound 
immuaoadhesin with fluorescent reageits directed toward fbe Fc fusion dcnnain aiKlexanunation by micioscope. 
CMls e^pres8ii« candidate recqrtors arc produced by transit 

hTttaryofcDNA expression vectors encodmg PRO polypeptides that xnayf^^ Cdis 
are then incubated for 1 hour in die preseiace of the PRO polypqtt^ 

Tecq)tor binding, Tlie cells are then wadwd and fbcedwiihparafonnaldeltyde. The cells are dienmcubated with 
fluoresceot conjugated antibocfy directed against &e Fc portion of die PRO polypeptide nnmunoadli^izi (e.g. 
FITCcQiyugatedgoatanti-^iuman-FbaitfibodSy). Tbe cells are then washed agahi and examhied by microsoc^, 
A positive mteracdon is judged by die presence of fluorescent labelmg of cells transfected witticDNA encoding 
a particular PRO polypeptide receptor or pool of receptors and an absence of similar fluorescait labeUng of 
similarly prepared cells that have been transfeOed with oflier cDNA or pools of cDNA. a defied pool of 
^ cDNA expression vectors is judged to be positive for interaction with a PRO polypeptide hmnunoadhesin. die 
p mdividual cDNA species that con^tfisc die pool are tested individually (die pool s •brokra down") to detennhie 
^ die spedficcDNA that emxKte a rccqrtorable to hileiact wifii the PRO polypeptide immnnoadhesm. 
p In another embodiment of diis assay, an epitope^aggpd potential H g*nd pRO polypqrtide (e.g. 8 

H histidine "His" tag) is allowed to interact with apand of potmtial receptor PRO polyp^tide nwlecuies diathave 
been expressed as fusions with the Fc domain of human IgG (immnnoadhesins). Following a 1 hour 
co-incubation widi die q)itope tagged PRO polypeptide, the caaiid^ 
25 widi protein A beads and die beads are washed. Potential ligand interactfon is (tetermined by western blot 
analysis of die imnnmqjrecqritatedcon^lexeswidiandbodydi^ An inteittttion 

is judged to occur if a band of die anticqwted molecular wei^ of die cpit^ 
westeni blot analysis with a candidate receitor, bitt is itot observed to occur w^ 
of potential receptors. 

Usipg these assays, die followmgreccptor/Iigand mteracdons have beenherehi identified: PR0337 binds 
to PR04993, PR01559 binds to PR0725, PR01559 binds to PRO700 and PR01559 binds to PR0739. 



Deposit of Material 

Hie following materials have been deposited with die American Type Culture Collection, 12301 

35 Parldawn Drive, Rodcville^MD, USA (ATCC): 

Material ATCC Deo. No. DeoositPate 

DNA39987-1184 ATCC 209786 AprH 21, 1998 

DNA40625-1 189 ATCC 209788 April 21, 1998 
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DNA23318-1211 
DNA39979-12I3 
DNA40S94-1233 
DNA4S416-12S1 
DNA4S419-12S2 
DNA52594-1270 
DNA45234-1277 
DNA49624-1279 
DNA48309-1280 
DNA46776-1284 
DNA5098a-1286 
DNA5091M287 
DNAS0914-1289 
DNA48296-1292 
DNA32284-1307 
DNA36343-1310 
DNA40S71-13I5 
DNA41386-1316 
DNA44194-1317 
DNA4541M31$ 
DNA44189-1322 
DNA48304-1323 
DNA491S2-1324 
DNA49646-1327 
DNA4%31-1328 
DNA49645-1347 
DNA4S493-1349 
DNA48227-13S0 
DNA41404-13S2 
DNA44196-13S3 
DNAS2187-13S4 
DNA48328-I3SS 
DNA5d352-1358 
DNA53971-1359 
DNAS09I9-1361 
DNA44179-1362 
DNA54002-1367 
DNAS3906-1368 
DNA52185-1370 
DNA33977-1371 
DNAS7253-1382 
DNA58847.1383 
DNA58747-1384 
DNAS7689-138S 
DNA23330-1390 
DNA26847-139S 
DNA53974-1401 
DNA57039^1402 
DNA57033-1403 
DNA34353-1428 
DNA4S417-1432 
DNA39S23-1192 
DNA44205-128S 
DNAS091I-I288 
DNA48329-1290 
DNA4S306-1291 
DNA48336-1309 
DNA44184-1319 



ATCC 209787 
ATCC 209789 
ATCC 209617 
ATCC 209620 
ATCC 209616 
ATCC 209679 
ATCC 209654 
ATCC 209655 
ATCC 209656 
ATCC 209721 
ATCC 209717 
ATCC 209716 
ATCC 209722 
ATCC 209668 
ATCC 209670 
ATCC 209718 
ATCC 209784 
ATCC 209703 
ATCC 209808 
ATCC 209810 
ATCC 209699 
ATCC 209811 
ATCC 209813 
ATCC 209705 
ATCC 209806 
ATCC 209809 
ATCC 209805 
ATCC 209812 
ATCC 209844 
ATCC 209847 
ATCC 209845 
ATCC 209843 
ATCC 209846 
ATCC 209750 
ATOC 209848 
ATCC 209851 
ATCC 209754 
ATCC 209747 
ATCC 209861 
ATCC 209862 
ATCC 209867 
ATCC 209879 
ATCC 209868 
ATCC 209869 
ATCC 209775 
ATCC 209772 
ATCC 209774 
ATCC 209777 
ATCC 209905 
ATCC 209855 
ATOC 209910 
ATCC 209424 
ATCC 209720 
ATCC 209714 
ATCC 209785 
ATCC 209911 
ATCC 2096® 
ATCC 209704 



Apia 21, 1998 
Apnl21, 1998 
Kbiuaiy S, 1998 
Peimaxy 5, 1998 
Februarys, 1998 
March 17. 1998 
MaicbS, 1998 
Maidi5. 1998 
Maidi5. 1998 
March 31. 1998 
Mardi31. 1998 
Marcli31, 1998 
MaTdi31, 1998 
Mardi 11. 1998 
Mardill. 1998 
March 31, 1998 
ApnI2i. 1998 
M8idi26, 1998 
Apnl28. 1998 
Apnl28. 1998 
March 26. 1998 
28. 1998 
Aprfl28. 1998 
Marcb26, 1998 
Apra28. 1998 
Apia 28, 1998 
April 28. 1998 
April 28. 1998 
May 6. 1998 
May 6. 1998 
M^ 6, 1998 
May 6, 1998 
May 6. 1998 
>^7. 1998 
May 6, 1998 
May 6, 1998 
ApnI7. 1998 
April 7. 1998 
M^ 14, 1998 
May 14, 1998 
May 14, 1998 
May 20, 1998 
M^ 14, 1998 
May 14. 1998 
Aprfl 14. im 
April 14, 1998 
April 14, 1998 
Apia 14. 1998 
May 27, 1998 
May 12, 1998 
May Z7. 1998 
October 31, 1997 
Mardi31.1998 
March 31. 1998 
>^ail21. 1998 
May 27, 1998 
Mardi 11. 1998 
March 26. 1^8 
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DNA48314-1320 

DNA48333-1321 

DNA»»20-1325 

DNA50^1326 

DNA48331-1329 

DNA308S7-133S 

DNA55737-1345 

DNA49829-1346 

DNA52196-1348 

DNA569$5-1356 

DNA56405-1357 

DNA57530-1375 

DNAS6439^1376 

DNA»409-1377 

DNA561 12-1379 

DNASG04S-1380 

DNA59294-1381 

DNA56433-1406 

DNA53912-1457 

DNA50921-1458 

DNA29101-1122 

DNA40021-1154 

DNA426fi3-1154 

DNA30943-I-1163-1 

DNA64907-lld3-I 

DNA64908-n63-l 

DNA39975-1210 

DNA43316-1237 

DNA55800>12fi3 

DNA94832.26S9 

DNA5275S-1399 



ATOC 209702 
ATOC 209701 
ATCC 209700 
ATOC 209814 
ATCC 209715 
ATCr 209807 
ATCC 209753 
ATCC 209749 
ATCC 209748 
ATCC 209842 
ATCC 209849 
ATCC 209880 
ATOC 209864 
ATCC 209882 
ATCC 209883 
ATCC20%6S 
ATCC2098(S6 
ATCC 209857 
ATOC 209870 
ATCC 209859 
ATCC 209653 
ATCC 209389 
ATCC 209386 
ATCC 209791 
ATCC 203242 
ATCC 203243 
ATCC 209783 
ATCC 209487 
ATCC 209680 

24a-prA 

ATCC2<»773 



Maidi26, 1998 
March 26. 1998 
March 26. 1998 
A(«fl28. 1998 
MBidi31. 1998 
>^28. 1998 
Apfl7, 1998 
ApA7, 1998 
^7. 1998 
May 6. 1998 
May 6, 1998 
May 20, 1998 
Mqr 14. 1998 
M^20, 1998 
May20. 1998 
May 14. 1998 
May 14, 1998 
May 12. 1998 
May 14. 1998 
M^rl2.1998 
Matdi5. 1998 
October 17. 1997 
October 17, 1997 
April 21. 1998 
September 9. 1998 
Sqilanber9, 1998 
April 21, 1998 
Novemba 21, 1997 
March 17. 1998 
June 15. 1999 
Apnl 14. 1^ 



These dqwsit 'were made xmda flie provisions of the Budapest TVea^ nn Atf. Tntemnrifrnfli Rfyogrritimi 
of the I>qx>8it of Microorganians for the Purpose of Patent Procedure and the Reguladoos diereunder (Bwb^est 
Tteaxy). This assmes mahitm nii ce of a viable cuHure of Hie deposit for 30 years from flie date of deposit. The 
^K)8itB wiU be tnade available by ATCC under tie terim of the Bodq^ 

b^emGenentech, hic. and ATCC, vdncfa assures permanent arid imrestrfctedavailalnlily of the progoiy of 
the culture of &e dqwsit to the [mblic issuance of the pertmeot U.S. patent or upon laying open to die 
public of any U.S. or foreign patent application, whicheves- comes iBrst, and assures availability of die ptogeay 
to one dfft f ffmln pil by die U.S. Commissioner of Fatems and Thutemarics to be entitled thereto according to 35 
use § 122 and ttte Commissioner's rules pursuant tbeteto OnchKBng 37 CFR $ 1.14 widi particular reference 
to 886 (X3 638). 

The assignee of die present applicalipp has agreed that if a cailture nf Hm irmtKriiiiif rw^ <tppn«Ht chonM 
die or be lost or destroiyed ijtlien cultivated under suitaWe conditions, die mate^ 
notificatibnwi&anodierof tbesame, Availabllityof tbedqtositedinateriBlisnot tobecoostruedasaliceiise 
to jffactice die mveotioa m OQutraventian of die ri^ granted under die audiority of any govermneot In 
acoordauce widi its patent laws. 

The foregoing written specification is considered to be sufficient to enable one dolled in the art to 
practice the taveniion. The present inveolkm is not to be limited msoqie by flttconstn«*dq)osited, since die 
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deported enrfxx&aent is intended as a sioele fllusttatiatt of certain aspects of &e invenrinn ^ any «wgtiiirts 
diat are fiincticmally eqmvd^ are within tfie scope of to 'nwdqxjsit of material herein does not 

constitote an admission that tiie written desc^^yUon herein contained is inadequate to ezable practice of any^ 
aspea of the inventkin, iiKduding the best mode fliers 

claims to the specific ilhistrations that it refvesems. Indeed, varinfiift mnfiific^ons of the invention ia addition 
to those shown and described herein will became ^^larent to fliose skilled ia the art ftom the forepjing 
descr^]tioa aiKi M wifiiin fiie scope of &e appea&d daims. 
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